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DEPARTMENT OF HEALTH & HUMAN SERVICES 

Food and Drug Administration 
Silver Spring, MD 20993 

ANDA 090218
 

Sandoz, Inc.
 
2555 West Midway Blvd.
 
Broomfield, CO 80038
 
Attention: Jean Domenico
 

Associate Director, Regulatory Affairs 

Dear Madam: 

This is in reference to your abbreviated new drug application (ANDA) dated December 27, 2007, 
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Glatopa (Glatiramer Acetate) Injection, 20 mg/mL, 1 mL prefilled syringe. 

Reference is also made to the Complete Response letter issued by this office on August 19, 2014, 
and to your amendments dated October 1 and November 17, 2014. 

We have completed the review of this ANDA and have concluded that adequate information has 
been presented to demonstrate that the drug is safe and effective for use as recommended in the 
submitted labeling. Accordingly the ANDA is approved, effective on the date of this letter. 
The Office of Generic Drugs has determined your Glatopa (Glatiramer Acetate) Injection, 
20 mg/mL, 1 mL prefilled syringe meets the standards for approval (including those for active 
ingredient sameness and bioequivalence) and, therefore, is therapeutically equivalent to the 
reference listed drug product (RLD), Copaxone® (Glatiramer Acetate) Injection, 20 mg/mL, 
1 mL prefilled syringe, of Teva Pharmaceuticals USA. 

Under section 506A of the Act, certain changes in the conditions described in this ANDA require 
an approved supplemental application before the change may be made. 

Please note that if FDA requires a Risk Evaluation & Mitigation Strategy (REMS) for a listed 
drug, an ANDA citing that listed drug also will be required to have a REMS.  See section 505­
1(i) of the Act. 

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and 
314.98. The Office of Generic Drugs should be advised of any change in the marketing status of 
this drug. 

Promotional materials may be submitted to FDA for comment prior to publication or 
dissemination. Please note that these submissions are voluntary. If you desire comments on 
proposed launch promotional materials with respect to compliance with applicable regulatory 



 

 

 

   

 
 

 
 

 
 

   
  

    
  

 

   

 

  
   

requirements, we recommend you submit, in draft or mock-up form, two copies of both the 
promotional materials and package insert(s) directly to: 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
5901-B Ammendale Road 
Beltsville, MD 20705 

We call your attention to 21 CFR 314.81(b)(3) which requires that all promotional materials be 
submitted to the Office of Prescription Drug Promotion with a completed Form FDA 2253 at the 
time of their initial use. 

You have been requested to provide information after the drug application has been approved. 
Any information submitted to meet the conditions requested in this letter is considered a “Post 
Approval Commitment Response”.  To alert the Office of Generic Drug staff to the fact that you 
are providing post approval commitment information, please designate your submission in your 
cover letter as “POST APPROVAL COMMITMENT RESPONSE”. 

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee.  Self-identification must occur 
by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts. All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not 
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. 
This means that it will be a violation of federal law to ship these products in interstate commerce 
or to import them into the United States.  Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products.  Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United 
States. 

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as described at 

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, 

that is identical in content to the approved labeling (including the package insert, and any patient 
package insert and/or Medication Guide that may be required). Information on submitting SPL 
files using eLIST may be found in the guidance for industry titled “SPL Standard for Content of 
Labeling Technical Qs and As” at 



 

http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. 

The SPL will be accessible via publicly available labeling repositories. 

Sincerely yours, 
Digitally signed by William P. Rickman -S 

DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, ou=People, 

0.9.2342.19200300.100.1.1=1300043242, cn=William P. Rickman -S 

Date: 2015.04.16 11:11:36 -04'00'
 

William P. 
Rickman -S 
Carol A. Holquist, RPh 
Acting Deputy Director 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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COMPLETE RESPONSE

ANDA  090218

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room,  Metro Park North VII
7620 Standish Place
Rockville, Maryland 20855

TO: Sandoz, Inc. 

ATTN:  Jean Domenico
Associate Director, Regulatory Affairs

FROM:  Simon Eng

TEL: 303-438-4242

FAX: 303-438-4600

FDA CONTACT PHONE: 240-402-8932

Dear Madam:

This facsimile is in reference to your abbreviated new drug application, submitted pursuant to 
Section 505(j) of the Federal Food, Drug, and Cosmetic Act. 

We have completed the review and have described below our reasons for this action and, where 
possible, our recommendations to address these issues in the following attachments ( 9
pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed. 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN 
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE 
LAW.  
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any 
disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in 
error, please immediately notify us by telephone and return it to us by mail at the above address.

Reference ID: 3612489



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring  MD  20993

ANDA 090218
COMPLETE RESPONSE

APPLICANT: Sandoz, Inc. 
Attention: Jean Domenico
Associate Director, Regulatory Affairs
2655 West Midway Boulevard
Broomfield, CO 80038-0446

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received on December 26, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatopa (Glatiramer Acetate Injection), 20 mg/mL, 1 mL prefilled syringes.

We acknowledge receipt of your amendments dated February 28, March 12, March 26, April 3, 
May 12, June 10 and June 18, 2014. These submissions constituted a complete response to our 
February 14, 2014 action letter.

We have completed our review of this ANDA, as amended, and have determined that we cannot 
approve this ANDA in its present form.  We have described our reasons for this action below 
and, where possible, our recommendations to address these issues.

PRODUCT QUALITY

A.  Deficiencies

Review of Response to the Complete Response Letter issued on February 14, 2014

1.

2.

3.

Reference ID: 3612489
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ANDA 090218
Page 7

33. As part of CDER/OC/OMPQ review of the withhold recommendation from the district, 
please provide a signed statement that once the stability methods/testing matrix has been 
finalized in correspondence with OPS, that all methods will be verified at the facilities 
that will be performing those tests.

B.   In addition to responding to the deficiencies presented above, please note and 
acknowledge the following comments in your response:

1. As CDER has committed to address the technical issues regarding stability test methods, 
OMPQ does not concur with the -DO recommendation to withhold approval of 
ANDA 90218 due to product-specific deficiencies related to testing of Glatiramer 
acetate. However if you do not provide a signed statement as detailed above, or your 
response to OPS regarding stability testing is found inadequate, CDER/OC reserves the 
right to reverse the decision based upon updated information.

2. Please include a clear and appropriate storage conditions on the label for the drug 
substance Glatiramer Acetate.

3. Please provide the updated stability data for the validation batches 100M7278, 
051M7282, 061M7276 and 071M7276.  This data should contain stability studies results 
for long-term storage conditions at least up to  months, since you are proposing  
months expiration period.

4. We recommend you to specify the acceptance limits for the yield of each manufacturing 
step and include those in the batch record.

BIOEQUIVALENCE

The Division of Bioequivalence has completed its review and has no further questions at this 
time. The bioequivalence comments provided in this communication are comprehensive as of 
issuance. However, these comments are subject to revision if additional concerns raised by the
chemistry, manufacturing and controls, microbiology, labeling, other scientific or regulatory 
issues or inspectional results arise in the future. Please be advised that these concerns may result 
in the need for additional bioequivalence information and/or studies, or may result in a 
conclusion that the proposed formulation is not approvable.

MICROBIOLOGY (if appropriate)

The Division of Microbiology has no further questions at this time.

Reference ID: 3612489
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LABELING 

The Labeling Review Branch has no further questions/comments at this time based on your 
labeling submission dated March 26 and April 3, 2014.

Please continue to monitor available labeling resources such as DRUGS@FDA, the Electronic 
Orange Book and the NF-USP online for recent updates, and make any necessary revisions to 
your labels and labeling.  

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly 
updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17.

FACILITY INSPECTIONS

Office of Compliance has no further questions at this time.  The compliance status of each 
facility named in the application may be re-evaluated upon re-submission.

A partial response to this letter will not be processed as a resubmission and will not start a new 
review cycle.   

Prominently identify the submission with the following wording in bold capital letters at the top 
of the first page of the submission: 

RESUBMISSION/ MINOR COMPLETE RESPONSE AMENDMENT/CHEMISTRY 

Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your 
lack of response a request to withdraw the ANDA under 21 CFR 314.65.  You may also request 
an extension of time in which to resubmit the ANDA.  A resubmission response must fully 
address all the deficiencies listed.  

The drug product may not be legally marketed until you have been notified in writing that this
ANDA is approved.

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee.  Self-identification must occur 
by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts. All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not 
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. 
This means that it will be a violation of federal law to ship these products in interstate commerce 

Reference ID: 3612489
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or to import them into the United States.  Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products.  Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United 
States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations 
listed in generic drug submissions comply with the self-identification requirement. The failure of 
any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees 
when due may raise significant concerns about that site or organization and is a factor that may 
increase the likelihood of a site inspection prior to approval.  FDA does not expect to give 
priority to completion of inspections that are required simply because facilities, sites, or 
organizations fail to comply with the law requiring self identification or fee payment.

Additionally, we note that the failure of any facility referenced in the application to self-identify 
and pay applicable fees means that FDA will not consider the GDUFA application review goal 
dates to apply to that application.

If you have any questions, call Simon Eng, Regulatory Project Manager, at (240) 402-8932.

Sincerely yours,

{See appended electronic signature page}

Denise P. Toyer McKan, Pharm.D. 
Director, Division of Project Management 
Office of Regulatory Operations 
Office of Generic Drugs

Reference ID: 3612489
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COMPLETE RESPONSE

ANDA  090218

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room,  Metro Park North VII
7620 Standish Place
Rockville, Maryland 20855

TO:    Sandoz Inc.

ATTN:  Jean Domenico

FROM:  Simon Eng

TEL: 303-438-4242

FAX: 303-438-4600

FDA CONTACT PHONE: 240-276-8529

Dear Madam:

This facsimile is in reference to your abbreviated new drug application, submitted pursuant to 
Section 505(j) of the Federal Food, Drug, and Cosmetic Act. 

We have completed the review and have described below our reasons for this action and, where 
possible, our recommendations to address these issues in the following attachments ( pages).   
This facsimile is to be regarded as an official FDA communication and unless requested, a hard 
copy will not be mailed. 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM 
IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE 
LAW.  
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, 
you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this 
communication is not authorized.  If you have received this document in error, please immediately notify us by 
telephone and return it to us by mail at the above address.

Reference ID: 3453175



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring  MD  20993

ANDA 090218
COMPLETE RESPONSE

MAJOR

Sandoz Inc.
Attention: Jean Domenico

     Associate Director, Regulatory Affairs
2555 West Midway Blvd.
Broomfield, CO 80038

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatiramer Acetate Injection, 20 mg/1 mL, dispensed in single dose glass 
syringe with needle.

We acknowledge receipt of your amendments dated May 4, 2009; April 30, 2010; July 20, July 
21, August 9 and October 27, 2011;  February 21, June 13, June 22, July 13, September 25, 
October 26, November 29 and December 10, 2012 and January 30, 2013.  We further 
acknowledge receipt of your meeting requests and correspondences dated January 17, February 
14, February 16, February 27, March 13, March 23, April 6, May 8 and May 29, 2012 and 
January 15 and April, 22, 2013.

We also refer to our Major Complete Response letter dated November 27, 2013 which contains 
the following error: the Microbiology section erroneously stated that the Division of 
Microbiology had no further questions. 

This replacement Complete Response letter incorporates the correction of the error. Please 
resubmit a Complete Response amendment to include the Microbiology deficiencies as soon as 
possible. 

We have completed our review of this ANDA, as amended, and have determined that we cannot 
approve this ANDA in its present form.  We have described our reasons for this action below 
and, where possible, our recommendations to address these issues.

Reference ID: 3453175
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PRODUCT QUALITY

The deficiencies presented below represent MAJOR deficiencies.

A.  Deficiencies

We currently focus on the information you have provided regarding the drug substance 
manufacturing development and drug substance characterization relevant to the establishment
of drug substance sameness for Glatiramer Acetate. We acknowledge your approach of
demonstrating the sameness of your proposed drug substance to that in the RLD by 
understanding and identifying process-related structural signatures through systematic
experimental investigation and mathematical modeling. However, there are still some
uncertainties about interpretation and quality of some of your data sets. We believe that
these uncertainties gave rise to the deficiencies, as summarized below. Upon addressing these
deficiencies, we will undertake the review of remaining sections of the drug substance module,
including biocharacterization and the drug product in your ANDA.

The manufacture and manufacturing process development of the drug substance have the 
following deficiencies

1.  

2.

3.  

4. 

Reference ID: 3453175
Following this page, 3 pages withheld in full - (b)(4)

(b) (4)
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10.

11.

LABELING 

1. GENERAL COMMENT *1 -   Your proprietary name labels and labeling are pending 
review and results may be communicated to you under separate coverage by the 
Reviewing Division.   Should one of your proposed proprietary names become prior to 
full approval of your application, you may resubmit the requested labeling changes with 
the proprietary name. We acknowledge submission of established named labels and 
labeling on 6/25/2012 and will proceed with the labeling review.  Should your proprietary 
name not be approved prior to full approval action, we will be able to use the established 
name labels and labeling towards final action.

2. CONTAINER DRUG PRODUCT: 20 mg/1 mL - Satisfactory.  However, if space 
permits please add the Rx Only statement.   Please provide a diagram and/or actual 
sample of your syringe.

3. ONE VIAL BLISTER -

a. Please add the needle information.   Example.  1 mL single dose _____syringe 
with attached _____length and ____gauge needle.  In addition, add the type of 
syringe (ex: glass).  We are aware the reference product does not include this 
information.  However, since a needle is attached, as part of the package, we feel 
that information should be included on the labels.

b. The text on the blister is difficult to read because there is underlining text that can 

                                                
*1  We acknowledge our January 17, 2013 correspondence concerning our conditionally acceptable response to your 
proposed proprietary name request, Glatopa.

Reference ID: 3453175
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be seen from the viewing side of the blister.  Please submit labeling that does not 
impede viewing the labeling on one side or the other.  

4. CARTON: Include needle information.

5. PROFESSIONAL PACKAGE INSERT

a. Include needle information in the HOW SUPPLIED section and the type of 
syringe (glass, .etc)

b. There are areas of blue shade in the insert.  Please correct and return the color to 
black.   Example…. See Highlight content section.   Please revise through out the 
insert.

c. Please monitor the Drugs@FDA website for updated labeling prior to submitting 
your amendment.  Please site the reference listed drug NDA number, supplement 
number, and supplement approval date that your insert labeling is modeled after. 

6. PATIENT INFORMATION SHEET- Please includes needle information.

a. Please revise your labeling, as instructed above, and submit electronically in draft 
or final print pdf format.

b. Prior to approval, it may be necessary to revise your labeling subsequent to 
approved changes for the reference listed drug. In order to keep ANDA 
labeling current, we suggest that you subscribe to the daily or weekly updates 
of new documents posted on the CDER web site at the following address –

c. http://service.govdelivery.com/service/subscribe.html?code=USFDA_17

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), 
please provide a side-by-side comparison of your proposed labeling with the reference listed 
drug labeling with all differences annotated and explained.

FACILITY INSPECTIONS

We have not yet completed inspection(s)/compliance evaluation of your manufacturing 
facility(s) named or referenced in this ANDA.  We must perform a complete evaluation of the 
information associated with the inspection before determining that the site(s) are satisfactory and 
this ANDA may be approved.   

Reference ID: 3453175
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OTHER

A partial response to this letter will not be processed as a resubmission and will not start a new 
review cycle.   

Prominently identify the submission with the following wording in bold capital letters at the top 
of the first page of the submission: 

RESUBMISSION MAJOR COMPLETE RESPONSE AMENDMENT
CHEMISTRY /LABELING /MICROBIOLOGY

Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your 
lack of response a request to withdraw the ANDA under 21 CFR 314.65.  You may also request 
an extension of time in which to resubmit the ANDA.  A resubmission response must fully 
address all the deficiencies listed.  

The drug product may not be legally marketed until you have been notified in writing that this
ANDA is approved.

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee.  Self-identification must occur 
by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts. All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not 
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. 
This means that it will be a violation of federal law to ship these products in interstate commerce 
or to import them into the United States.  Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products.  Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United 
States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations 
listed in generic drug submissions comply with the self-identification requirement. The failure of 
any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees 
when due may raise significant concerns about that site or organization and is a factor that may 
increase the likelihood of a site inspection prior to approval.  FDA does not expect to give 
priority to completion of inspections that are required simply because facilities, sites, or 
organizations fail to comply with the law requiring self identification or fee payment.

Additionally, we note that the failure of any facility referenced in the application to self-identify 
and pay applicable fees means that FDA will not consider the GDUFA application review goal 
dates to apply to that application.

Reference ID: 3453175
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If you have any questions, call Simon Eng, Regulatory Project Manager, at (240) 276-8529.

Sincerely yours,

{See appended electronic signature page}

Kathleen Uhl, M.D.
Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research

Reference ID: 3453175
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Deputy Director, Office of Generic Drugs, for
Kathleen Uhl, M.D.
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Office of Generic Drugs  
LABELING APPROVAL SUMMARY 
REVIEW OF PROFESSIONAL LABELING (#4 Cycle) 

ANDA Number: 090218 
Dates of Submissions: March 26 and April 3, 2014 

Applicant: Sandoz, Inc.  
Established Name and Strength: Glatiramer Acetate Injection, 20 mg/mL, 1 mL prefilled 

syringe 
Proposed Proprietary Name: Glatopa 

Labeling Comments below are considered:   
 Minor Deficiency *  

    * Please note that the RPM may change the status from Minor Deficiency to Easily 
Correctable Deficiency if other disciplines are acceptable.  

 No Comments (Labeling Approval Summary or Tentative Approval Summary)  

 
RPM Note - Labeling comments to be sent to the firm start below: 

 
The Labeling Review Branch has no further questions/comments at this time based on your 
labeling submissions dated March 26 and April 3, 2014.    
 
Please continue to monitor available labeling resources such as DRUGS@FDA, the Electronic 
Orange Book and the NF-USP online for recent updates, and make any necessary revisions to 
your labels and labeling.    
 
In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly 
updates of new documents posted on the CDER web site at the following address -  
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17. 

 
 

   Note RPM - Labeling comments end here 
 

REVISIONS NEEDED POST APPROVAL? 
NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: 
 

Review Summary 
Labeling Submitted Date submitted Final or Draft Recommendation 
CONTAINER 4/3/2014 Final Acceptable 
CARTON 4/3/2014 Final Acceptable 
BLISTER 3/26/2014 Final Acceptable 
INSERT 3/26/2014 Final Acceptable 
PATIENT INFORMATION and 
INSTRUCTIONS FOR USE 

3/26/2014 Final Acceptable 

SPL 3/26/2014  Acceptable 
    

Reference ID: 3488454



 
 

REMS required?   No     

 
FOR THE RECORD: 

1. MODEL LABELING   
Labeling based on RLD, Teva’s Copaxone (NDA 20-622/S-089 approved 1/28/2014).  S-089 
provides for a new dosing strength of 40 mg/mL administered three times per week.  

S-087 provides for removal of the alcohol preps (swabs) from the Copaxone kit.  

20 mg Copaxone labels 
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MedWatch – no reference found [checked on April 7, 2014] 

2. USP & PF [Checked on April 7, 2014] DS and DP are non compendial 

3. PATENT AND EXCLUSIVITY [Checked on April 7, 2014] 

Patent Data – 20622 

No Expiration 
Use 

Code 
Use 

How 
filed 

Labeling 
Impact 

5981589 May 24, 2014   IV None 

6054430 May 24, 2014   IV None 

6342476 May 24, 2014 U-441 
Method of treating MS by 
administering Copaxone 

IV None 

6362161 May 24, 2014 U-441 
Method of treating MS by 
administering Copaxone 

IV None 

6620847 May 24, 2014   IV None 

Reference ID: 3488454



 
 

6939539 May 24, 2014   IV None 

7199098 May 24, 2014   IV None 

8367605 May 24, 2014   IV None 

 

 No unexpired exclusivity  

Patent amendment dated 11/22/2013: Sandoz and Mylan lost on appeal and court decided that 
generic companies infringed on the patents. Thus, Sandoz and Mylan could not market until 
expiration of patents.  

4. INACTIVE INGREDIENTS [Chem Review #3] 

Each 1 mL of glatiramer acetate solution contains 20 mg of glatiramer acetate and the 
following inactive ingredient 40 mg of mannitol. The pH of the solution is approximately 5.5 
to 7.0 [PI] 

[Chem Review #3] Glatiramer Acetate Injection 20 mg/mL1 is a clear, colorless to slightly 
yellow solution of pH ~ 6.9 composed of glatiramer acetate 20 mg and mannitol 40 mg 
dissolved in water for injection. 

Glatiramer acetate is a mixture of synthetic peptide copolymers containing four specific 
amino acids in a defined molar ratio.  

Glatiramer acetate is a heterogeneous peptide copolymer that is chemically produced by a 
well-known process that has been published in patents and the literature. The synthesis of 
glatiramer acetate involves the polymerization of the N-carboxyanhydrides (NCAs) of the 
amino acids alanine, tyrosine, glutamic acid (γ-O-benzyl ester), and lysine (ε-trifluoroacetic 
acid amide). 

Steps in the polymerization of the NCA amino acids include (1) initiation, (2) propagation, 
and (3) termination. The polymerization steps are then followed by (4) depolymerization, (5) 
deprotection, and (6) purification.  

The major challenge or high risk area is related to what information we can rely on to 
demonstrate that the generic and innovator drug products have the same drug substance for 
this heterogeneous mixture of polypeptides. 

 
5. MANUFACTURING FACILITY [Chem Review #3] 

 
 

6. FINISHED PRODUCT DESCRIPTION AND PRODUCT LINE 

RLD: COPAXONE (glatiramer acetate injection) is a clear, colorless to slightly yellow, 
sterile, nonpyrogenic solution supplied as: 

▪ 20 mg per mL in a single-dose, prefilled syringe with a white plunger, in individual blister 
packages supplied in 30-count cartons (NDC 68546-317-30).  

▪ 40 mg per mL in a single-dose, prefilled syringe with a blue plunger, in individual blister 
packages supplied in 12-count cartons (NDC 68546-325-12). 

ANDA: Glatopa (glatiramer acetate injection) is a clear, colorless to slightly yellow, sterile, 
nonpyrogenic solution in a 1 mL single-dose glass syringe with attached 1/2 inch length and 
29 gauge needle supplied as: 

• 20 mg per mL in a single-dose, prefilled syringe with a white plunger, in individual blister 

Reference ID: 3488454
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Office of Generic Drugs
REVIEW OF PROFESSIONAL LABELING (#3 Cycle)

ANDA Number: 090218
Dates of Submissions: December 11, 2013 and February 12, 2014

Applicant: Sandoz, Inc. 
Established Name and Strength: Glatiramer Acetate Injection, 20 mg/mL, 1 mL prefilled syringe

Proposed Proprietary Name: Glatopa

Labeling Comments below are considered:  

Minor Deficiency * 
    * Please note that the RPM may change the status from Minor Deficiency to Easily Correctable Deficiency if other

disciplines are acceptable. 

No Comments (Labeling Approval Summary or Tentative Approval Summary)

RPM Note - Labeling comments to be sent to the firm start below:

Labeling Deficiencies determined on March 12, 2014, based on your submission dated February 12, 2014: 

1. CONTAINER 

Please submit syringe samples and ensure that the labels could be easily read.   

2. BLISTER

Add directly above the “Keep refrigerated …” statement,    

“FOR SUBCUTANEOUS INJECTION ONLY

ONCE DAILY”

If space is at a premium, you may delete the needle information, “Supplied as 1 mL single dose…”

Refer to the Reference Listed Drug’s labeling for guidance. 

3. CARTON

Add “ONCE DAILY” to appear directly above “Glatopa”.  “ONCE DAILY” should be the same type size as the 
established name “glatiramer acetate injection”. Refer to the Reference Listed Drug’s labeling for guidance.

4. PRESCRIBING INFORMATION/PHYSICIAN INSERT

a. HIGHLIGHTS, DOSAGE AND ADMINISTRATION, first bullet, revise to state “For 
subcutaneous injection only, Glatopa 20 mg per mL dose is not interchangeable with glatiramer 
acetate 40 mg per mL dose. 

b. 2.1 Recommended Dose, add “Glatopa 20 mg per mL and glatiramer acetate injection 40 mg per 
mL are not interchangeable”. 

c. 17 PATIENT COUNSELING INFORMATION, Instructions for Use, add the following as the 
second sentence in this subsection:  “Glatopa 20 mg per mL and glatiramer acetate injection 40 mg 
per mL are not interchangeable.”

5. PATIENT INFORMATION and INSTRUCTION FOR USE

What is your plan to ensure that each patient receives these labeling pieces upon dispensing?

Submit your revised labeling electronically in final print format.

To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling 
with your last submitted labeling with all differences annotated and explained.

Reference ID: 3470923



Prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the 
Electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels 
and labeling.  

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new 
documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe html?code=USFDA 17.

   Note RPM - Labeling comments end here

REVISIONS NEEDED POST APPROVAL?

NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER:

Review Summary
Labeling Submitted Date submitted Final or Draft Recommendation
CONTAINER 2/12/2014 Draft Revise
CARTON 2/12/2014 Draft Revise
BLISTER 2/12/2014 Draft Revise
INSERT 2/12/2014 Draft Revise
PATIENT INFORMATION and 
INSTRUCTIONS FOR USE

2/12/2014 Final Acceptable

SPL 2/12/2014 Acceptable

REMS required? No

FOR THE RECORD:

1. MODEL LABELING  

Labeling based on RLD, Teva’s Copaxone (NDA 20-622/S-089 approved 1/28/2014).  S-089 provides for a 
new dosing strength of 40 mg/mL administered three times per week. 

S-087 provides for removal of the alcohol preps (swabs) from the Copaxone kit. 

20 mg Copaxone labels

Reference ID: 3470923





MedWatch – no reference found [checked on March 6, 2014]

2. USP & PF [Checked on March 6, 2014] DS and DP are non compendial

3. PATENT AND EXCLUSIVITY [Checked on March 6, 2014]

Patent Data – 20622

No Expiration
Use 

Code
Use

How 
filed

Labeling 
Impact

5981589 May 24, 2014 IV None

6054430 May 24, 2014 IV None

6342476 May 24, 2014 U-441
Method of treating MS by 
administering Copaxone

IV None

6362161 May 24, 2014 U-441
Method of treating MS by 
administering Copaxone

IV None

6620847 May 24, 2014 IV None

Reference ID: 3470923



6939539 May 24, 2014 IV None

7199098 May 24, 2014 IV None

8367605 May 24, 2014 IV None

No unexpired exclusivity

Patent amendment dated 11/22/2013: Sandoz and Mylan lost on appeal and court decided that generic companies 
infringed on the patents. Thus, Sandoz and Mylan could not market until expiration of patents. 

4. INACTIVE INGREDIENTS [Chem Review #3]

Each 1 mL of glatiramer acetate solution contains 20 mg of glatiramer acetate and the following inactive
ingredient 40 mg of mannitol. The pH of the solution is approximately 5.5 to 7.0 [PI]

[Chem Review #3] Glatiramer Acetate Injection 20 mg/mL1 is a clear, colorless to slightly yellow solution of 
pH ~ 6.9 composed of glatiramer acetate 20 mg and mannitol 40 mg dissolved in water for injection.

Glatiramer acetate is a mixture of synthetic peptide copolymers containing four specific amino acids in a defined 
molar ratio. 

Glatiramer acetate is a heterogeneous peptide copolymer that is chemically produced by a well-known process 
that has been published in patents and the literature. The synthesis of glatiramer acetate involves the 
polymerization of the N-carboxyanhydrides (NCAs) of the amino acids alanine, tyrosine, glutamic acid (γ-O-
benzyl ester), and lysine (ε-trifluoroacetic acid amide).

Steps in the polymerization of the NCA amino acids include (1) initiation, (2) propagation, and (3) termination. 
The polymerization steps are then followed by (4) depolymerization, (5) deprotection, and (6) purification.

The major challenge or high risk area is related to what information we can rely on to demonstrate that the 
generic and innovator drug products have the same drug substance for this heterogeneous mixture of 
polypeptides.

5. MANUFACTURING FACILITY [Chem Review #3]

6. FINISHED PRODUCT DESCRIPTION AND PRODUCT LINE

RLD: COPAXONE (glatiramer acetate injection) is a clear, colorless to slightly yellow, sterile, nonpyrogenic 
solution supplied as:

▪ 20 mg per mL in a single-dose, prefilled syringe with a white plunger, in individual blister packages supplied 
in 30-count cartons (NDC 68546-317-30). 

▪ 40 mg per mL in a single-dose, prefilled syringe with a blue plunger, in individual blister packages supplied in 
12-count cartons (NDC 68546-325-12).

ANDA: Glatopa (glatiramer acetate injection) is a clear, colorless to slightly yellow, sterile, nonpyrogenic 
solution in a 1 mL single-dose glass syringe with attached 1/2 inch length and 29 gauge needle supplied as:

• 20 mg per mL in a single-dose, prefilled syringe with a white plunger, in individual blister packages supplied 
in 30-count cartons with 34 alcohol preps (NDC 0781-3234-34)

7. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS

RLD: Store COPAXONE refrigerated at 2°C to 8°C (36°F to 46°F). If needed, the patient may store 
COPAXONE at room temperature, 15°C to 30°C (59°F to 86°F), for up to one month, but refrigeration is 
preferred. Avoid exposure to higher temperatures or intense light. Do not freeze COPAXONE. If a 
COPAXONE syringe freezes, it should be discarded.

ANDA: Store Glatopa refrigerated at 2°C to 8°C (36°F to 46°F). If needed, the patient may store Glatopa at 
room temperature, 15°C to 30°C (59°F to 86°F), for up to one month, but refrigeration is preferred. Avoid
exposure to higher temperatures or intense light. Do not freeze Glatopa. If a Glatopa syringe freezes, it should 
be discarded.

8. CONTAINER/CLOSURE [Chem Review #2]

Reference ID: 3470923
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 REVIEW OF PROFESSIONAL LABELING #2 
  LABELING REVIEW BRANCH 
   Supercedes LTAP#2 

 
 

ANDA Number:   090218                    Date of Submission:  6/22/2012 
 
Applicant's Name:   Sandoz Pharmaceuticals 
 
Established Name:      Glatiramer Acetate Injection, 20 mg/1 mL, SD glass syringe with needle 
 
Two Proposed Proprietary Name:  
____________________________________________________________________________ 

LABELING COMMENTS: 
 

1. GENERAL COMMENT-   Your proprietary name labels and labeling are pending review 
and results may be communicated to you under separate coverage by the Reviewing 
Division.   Should one of your proposed proprietary names become prior to full approval 
of your application, you may resubmit the requested labeling changes with the 
proprietary name. We acknowledge submission of established named labels and 
labeling on 6/25/2012 and will proceed with the labeling review.  Should your proprietary 
name not be approved prior to full approval action, we will be able to use the established 
name labels and labeling towards final action. 

 
2. CONTAINER DRUG PRODUCT: 20 mg/1 mL - Satisfactory.  However, if space permits 

please add the Rx Only statement.   Please provide a diagram and/or actual sample of 
your syringe. 

 
3. ONE VIAL BLISTER -  
 

• Please add the needle information.   Example.  1 mL single dose _____syringe with 
attached _____length and ____gauge needle.  In addition, add the type of syringe 
(ex: glass).  We are aware the reference product does not include this information.  
However, since a needle is attached, as part of the package, we feel that information 
should be included on the labels. 

 
•  The text on the blister is difficult to read because there is underlining text that can be 

seen from the viewing side of the blister.  Please submit labeling that does not 
impede viewing the labeling on one side or the other.   

 
4. CARTON: Include needle information. 
 
5.    PROFESSIONAL PACKAGE INSERT 
 

• Include needle information in the HOW SUPPLIED section and the type of syringe 
(glass, .etc) 

 
• There are areas of blue shade in the insert.  Please correct and return the color to 

black.   Example…. See Highlight content section.   Please revise through out the 
insert. 

Reference ID: 3198536
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• Please monitor the Drugs@FDA website for updated labeling prior to submitting your 
amendment.  Please site the reference listed drug NDA number, supplement 
number, and supplement approval date that your insert labeling is modeled after.  

 
6.  PATIENT INFORMATION SHEET-  Please include needle information. 

. 
Please revise your labeling, as instructed above, and submit electronically in draft or final 
print pdf format. 

 
Prior to approval, it may be necessary to revise your labeling subsequent to approved 
changes for the reference listed drug. In order to keep ANDA labeling current, we suggest 
that you subscribe to the daily or weekly updates of new documents posted on the CDER 
web site at the following address – 

 
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 

 
To facilitate review of your next submission, and in accordance with 21 CFR 
314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed labeling 
with the reference listed drug labeling with all differences annotated and explained. 
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          FOR THE RECORD 
        LABELING REVIEW BRANCH 
 
 
 
REMS required?  NO 

 
MedGuides and/or PPIs (505-1(e))       Yes   No 
 
Communication plan (505-1(e))         Yes   No 
 
Elements to assure safe use (ETASU) (505-1(f)(3))   Yes   No 
 
Implementation system if certain ETASU (505-1(f)(4))  Yes   No 
 
Timetable for assessment (505-1(d)) for RLD    Yes   No 

 
ANDA REMS acceptable? 

 Yes   No   XNA 
 
 
 
1. APPLICANT INFORMATION: 
  

ANDA Number 090218 
Date of Submission  

Applicant Sandoz Pharmaceuticals 
Drug Name Glatiramer Acetate Injection 
Strength(s)  20 mg/1 mL Single Dose Syringe with attached needle 

 
                                                     Labels and Labeling   
Container 1 mL  FPL Satisfactory in June, 2012 
Blister label (1s) 
 
Carton 30s with  
34 alcohol swabs 

                                                        

Labeling   
Patient   
 
2. NOTE TO CHEMIST:  None. 
 
3. MODEL LABELING- This review was based on the labeling for the RLD.  
 
Reference Listed Drug 
RLD on the 356(h) form Copaxone 

NDA Number 020622 
RLD established name Glatiramer Acetate Injection  

Firm Teva Pharmaceuticals 
Currently approved PI SL-057 

AP Date 27 FEB 2009 

Reference ID: 3198536



Note:  2 CR pending supplements.  1 mL syringe…. .  Ask applicant to add needle gauge and size 
and SQ on the blister pack. 
 
4. PATENTS/EXCLUSIVITIES: REFERENCE LISTED DRUG: 

Patent Data For NDA  

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

5981589 May 24, 2014   PIV Same As 

6054430 "   " " 

6342476 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " " 

6362161 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " " 

6620847 " DS  " " 

66939539 " DS  " " 

7199098 " DS  " " 

 

Exclusivity  Data For NDA  

Code/sup  
Expiration Description Labeling 

impact 
    
 
5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM by  for 
Sandoz in NJ. 
 
6. CONTAINER/CLOSURE 
 
 RLD:  COPAXONE® Injection is supplied as a single-use pre-filled syringe containing 1.0 mL of a  
 clear, colorless to slightly yellow, sterile, non-pyrogenic solution containing 20 mg of glatiramer acetate 
 and 40 mg of mannitol, USP in cartons of 30 single-use pre-filled syringes, 33 alcohol preps (wipes) 
 and instructions for use.  The recommended storage condition for the COPAXONE® Injection is 
 refrigeration (2oC to 8oC / 36oF to 46oF). However, excursions from recommended storage conditions 
 to room temperature conditions (15o to 30oC / 59o to 86o F) for up to one month have been shown to 
 have no adverse impact on the product. Exposure to higher temperatures or intense light should be 
 avoided. 
 
 

  
 
 

Reference ID: 3198536
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 Carton top 
 

 
 
 
 
Carton side (front) 
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Carton side (right)  
 
 

  
 
Carton side (rear) 
 

 
 
Carton Left side 
 

 
 
 
 
ANDA:  1 mL  syringe system.  Same description as the RLD. 

 

Reference ID: 3198536
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7. INACTIVE INGREDIENTS  
 

The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement.  Glatiramer acetate and Mannitol (inactive) and pH 5.5 to 7.0 
 

8. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 
 

USP: Not a USP monograph 
RLD:  Store at 2- 8 (C) excursion permitted 15° - 30°C (59° - 86°F). See USP CRT. Refrigerate. 
ANDA:  Same as RLD 
 

9. DISPENSING STATEMENTS COMPARISON 
 

USP: Not a USP item. 
RLD: 
ANDA (Insert): Dispense with patient leaflet. 
 

10.  BIOAVAILABILITY/BIOEQUIVALENCE: 
 
11. Applicant proposes two different proprietary names for review by DEMPA.  The applicant also   

 included the generic established name labels and labeling separately.  I will move forward with the 
 generic established labels and labeling review until such time the two proposed names are 
reviewed by the responsible division.  As of 9/26/2012 the proposed name review is pending. 

____________________________________________________________________________________
__________________________________________________________________________________ 
 
Date of Review: 9/26/12         Date of Submission:  6/22/2012 
Primary Reviewer:  Angela Payne   
Team Leader:  John Grace      
____________________________________________________________________________________ 
cc: 

ANDA: 090218 
DUP/DIVISION FILE 
HFD-613/Apayne/JGrace  (no cc) 
V:\FIRMSNZ\sandoz\LTRS&REV\90218na2 supercedsTAP2labdfsreview.doc 
Review  
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TENTATIVE APPROVAL SUMMARY 2 
                                            LABELING REVIEW BRANCH 

1. APPLICANT INFORMATION: 

ANDA Number 90-218
Date of Submission 04 May 2009 

Applicant Sandoz Pharmaceuticals 
Drug Name Glatiramer Acetate Injection 
Strength(s)  20 mg- 1 mL 

                                                     Labels and Labeling
Container
1 mL 

\\Cdsesub1\evsprod\ANDA090218\0004\m1\us\1-14-1-1.pdf

Carton 30s "                                                           " 
Labeling Draft
Patient Draft

2. NOTE TO CHEMIST:  None. 

3. MODEL LABELING- This review was based on the labeling for the RLD.  See above 

Reference Listed Drug 
RLD on the 356(h) form Copaxone

NDA Number 20-622
RLD established name Glatiramer Acetate Injection

Firm Teva Pharmaceuticals 
Currently approved PI SL-26

AP Date 29 AUG 2002 
Note:  3 pending supplements (one of the three is a SE-057).  Minor change need prior to approval 
would be to delete the # symbol in the NDC number and add in the 1 mL to the front panel ….30 
single prefilled 1 mL syringe…. 

4. PATENTS/EXCLUSIVITIES: REFERENCE LISTED DRUG: 

Patent Data For NDA

Patent
No

Patent
Expiration

Use
Code

Description How Filed
Labeling Impact 

5981589 May 24, 2014 PIV Same As 

6054430 " " "

6342476 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " "

6362161 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " "

6620847 " DS " "

66939539 " DS " "

7199098 " DS " "



Exclusivity  Data For NDA  

Code/sup
Expiration

Description
Labeling
impact

5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM by  for 
Sandoz in NJ. 

6. CONTAINER/CLOSURE 

 RLD:  COPAXONE® Injection is supplied as a single-use pre-filled syringe containing 1.0 mL of a  
 clear, colorless to slightly yellow, sterile, non-pyrogenic solution containing 20 mg of glatiramer acetate 
 and 40 mg of mannitol, USP in cartons of 30 single-use pre-filled syringes, 33 alcohol preps (wipes) 
 and instructions for use.  The recommended storage condition for the COPAXONE® Injection is 
 refrigeration (2oC to 8oC / 36oF to 46oF). However, excursions from recommended storage conditions 
 to room temperature conditions (15o to 30oC / 59o to 86o F) for up to one month have been shown to 
 have no adverse impact on the product. Exposure to higher temperatures or intense light should be 
 avoided 

ANDA:  1 mL  syringe system.  Same description as the RLD.

7. INACTIVE INGREDIENTS  

The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement.  Glatiramer acetate and Mannitol (inactive) and pH 5.5 to 7.0 

8. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 

USP: tight containers 
RLD:  Store at 2- 8 (C) excursion permitted 15° - 30°C (59° - 86°F). See USP CRT. Refrigerate. 
ANDA:  Same as RLD 

9. DISPENSING STATEMENTS COMPARISON 

USP: Not a USP item. 
RLD:
ANDA (Insert): Dispense with patient leaflet. 

10. BIOAVAILABILITY/BIOEQUIVALENCE: 
____________________________________________________________________________________
____________________________________________________________________________________

Date of Review: 5/15/09         Date of Submission:  04 MAY 2009 
Primary Reviewer:  Angela Payne   
Team Leader:  John Grace      
____________________________________________________________________________________
cc:

ANDA: 90-218 
DUP/DIVISION FILE 
HFD-613/Apayne/JGrace  (no cc) 
V:\FIRMSNZ\sandoz\LTRS&REV\90218TAP2labdfsreview.doc
Review

(b) (4)

(b) (4)

Following this page, 3 pages withheld in full - (b)(4)
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REVIEW OF PROFESSIONAL LABELING #1 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
Superceds TAP1 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:   90-218        Date of Submission: Jul 07, 2008  
        
Applicant's Name:  Sandoz Inc. 
 
Established Name:  Glatiramer Acetate Injection 20 mg/mL, Single Use Syringe  
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies: 
 
1. CONTAINER (1 mL):  Revise the expression of strength to 20 mg/mL rather than just 20 mg.  Please 

also submit a diagram of your syringe noting calibrations.   
 
2. BLISTERS (1s)- Your labeling says protect from light.  If the blister does not protect the pre-filled 

syringe from light we encourage you to add "retain in carton". 
 
3. CARTON (30X- 1 mL):  Delete the ##s seen in the NDC. 
 
4. INSERT:  Satisfactory in draft. 
 
5. PATIENT LEAFLET:  Satisfactory in draft. 
 
Revise your labels and labeling, as instructed above, and submit final printed electronically according to 
the guidance for industry titled Providing Regulatory Submissions in Electronic Format – ANDA.  

 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address -  
http://www.fda.gov/cder/cdernew/listserv.html 
 
To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please 
provide a side-by-side comparison of your proposed labeling and  the latest approved labeling for the 
reference listed drug  (or your last submission)  with all differences annotated and explained. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 FOR THE RECORD 



                                            LABELING REVIEW BRANCH 
 
 
1. APPLICANT INFORMATION: 
  

ANDA Number 90-218 
Date of Submission  

Applicant Sandoz Pharmaceuticals 
Drug Name Glatiramer Acetate Injection 
Strength(s)  20 mg- 1 mL 

 
                                                     Labels and Labeling   
Container  
1 mL 

  
\\Cdsesub1\evsprod\ANDA090218\0000\m1\us\1-14-1-1-carton-contain.pdf 

Carton 30s  "                                                           " 
Labeling  Draft 
Patient  Draft 
 
2. NOTE TO CHEMIST:  None. 
 
3. MODEL LABELING- This review was based on the labeling for the RLD.  See above 
 
Reference Listed Drug 
RLD on the 356(h) form Copaxone 

NDA Number 20-622 
RLD established name Glatiramer Acetate Injection  

Firm Teva Pharmaceuticals 
Currently approved PI SL-26 

AP Date 29 AUG 2002 
Note:  3 pending supplements (one of the three is a SE-057).  Minor change need prior to approval 
would be to delete the # symbol in the NDC number. 
 
4. PATENTS/EXCLUSIVITIES: REFERENCE LISTED DRUG: 

Patent Data For NDA  

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

5981589 May 24, 2014   PIV Same As 

6054430 "   " " 

6342476 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " " 

6362161 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " " 

6620847 " DS  " " 

66939539 " DS  " " 

7199098 " DS  " " 

 

Exclusivity  Data For NDA  

Code/sup  Description Labeling 



Expiration impact 
    
 
5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM by  for 
Sandoz in NJ. 
 
6. CONTAINER/CLOSURE 
 
 RLD:  COPAXONE® Injection is supplied as a single-use pre-filled syringe containing 1 mL of a  
 clear, colorless to slightly yellow, sterile, non-pyrogenic solution containing 20 mg of glatiramer acetate 
 and 40 mg of mannitol, USP in cartons of 30 single-use pre-filled syringes, 33 alcohol preps (wipes) 
 and instructions for use.  The recommended storage condition for the COPAXONE® Injection is 
 refrigeration (2oC to 8oC / 36oF to 46oF). However, excursions from recommended storage conditions 
 to room temperature conditions (15o to 30oC / 59o to 86o F) for up to one month have been shown to 
 have no adverse impact on the product. Exposure to higher temperatures or intense light should be 
 avoided, 

 
ANDA:  1 mL  syringe system with needle.  Same description as the RLD. 

 
7. INACTIVE INGREDIENTS  
 

The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement.  Glatiramer acetate and Mannitol (inactive) and pH 5.5 to 7.0 
 

8. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 
 

USP: tight containers 
RLD:  Store at 2- 8 (C) excursion permitted 15° - 30°C (59° - 86°F). See USP CRT. Refrigerate. 
ANDA:  Same as RLD 
 

9. DISPENSING STATEMENTS COMPARISON 
 

USP: Not a USP item. 
RLD: 
ANDA (Insert): Dispense with patient leaflet. 
 

10. BIOAVAILABILITY/BIOEQUIVALENCE: 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
Date of Review: 11/12/08         Date of Submission:  Jul 7, 2008 
Primary Reviewer:  Angela Payne   
Team Leader:  John Grace      
____________________________________________________________________________________ 
cc: 

ANDA: 90-218 
DUP/DIVISION FILE 
HFD-613/Apayne/JGrace  (no cc) 
V:\FIRMSNZ\sandoz\LTRS&REV\90218na1labdfsreview.doc 
Review  

(b) (4)

(b) (4)
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TENTATIVE APPROVAL SUMMARY 1 
                                            LABELING REVIEW BRANCH 
 
 
1. APPLICANT INFORMATION: 
  

ANDA Number 90-218 
Date of Submission 26 DEC 2007 

Applicant Sandoz Pharmaceuticals 
Drug Name Glatiramer Acetate Injection 
Strength(s)  20 mg- 1 mL 

 
                                                     Labels and Labeling   
Container  
1 mL 

  
\\Cdsesub1\evsprod\ANDA090218\0000\m1\us\1-14-1-1-carton-contain.pdf 

Carton 30s  "                                                           " 
Labeling  Draft 
Patient  Draft 
 
2. NOTE TO CHEMIST:  None. 
 
3. MODEL LABELING- This review was based on the labeling for the RLD.  See above 
 
Reference Listed Drug 
RLD on the 356(h) form Copaxone 

NDA Number 20-622 
RLD established name Glatiramer Acetate Injection  

Firm Teva Pharmaceuticals 
Currently approved PI SL-26 

AP Date 29 AUG 2002 
Note:  3 pending supplements (one of the three is a SE-057).  Minor change need prior to approval 
would be to delete the # symbol in the NDC number. 
 
4. PATENTS/EXCLUSIVITIES: REFERENCE LISTED DRUG: 

Patent Data For NDA  

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

5981589 May 24, 2014   PIV Same As 

6054430 "   " " 

6342476 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " " 

6362161 " U-441 METHOD OF TREATING MS BY 
ADMINISTERING COPAXONE " " 

6620847 " DS  " " 

66939539 " DS  " " 

7199098 " DS  " " 



 

Exclusivity  Data For NDA  

Code/sup  
Expiration Description Labeling 

impact 
    
 
5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM by  for 
Sandoz in NJ. 
 
6. CONTAINER/CLOSURE 
 
 RLD:  COPAXONE® Injection is supplied as a single-use pre-filled syringe containing 1.0 mL of a  
 clear, colorless to slightly yellow, sterile, non-pyrogenic solution containing 20 mg of glatiramer acetate 
 and 40 mg of mannitol, USP in cartons of 30 single-use pre-filled syringes, 33 alcohol preps (wipes) 
 and instructions for use.  The recommended storage condition for the COPAXONE® Injection is 
 refrigeration (2oC to 8oC / 36oF to 46oF). However, excursions from recommended storage conditions 
 to room temperature conditions (15o to 30oC / 59o to 86o F) for up to one month have been shown to 
 have no adverse impact on the product. Exposure to higher temperatures or intense light should be 
 avoided 

 
ANDA:  1 mL  syringe system.  Same description as the RLD. 

 
7. INACTIVE INGREDIENTS  
 

The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement.  Glatiramer acetate and Mannitol (inactive) and pH 5.5 to 7.0 
 

8. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 
 

USP: tight containers 
RLD:  Store at 2- 8 (C) excursion permitted 15° - 30°C (59° - 86°F). See USP CRT. Refrigerate. 
ANDA:  Same as RLD 
 

9. DISPENSING STATEMENTS COMPARISON 
 

USP: Not a USP item. 
RLD: 
ANDA (Insert): Dispense with patient leaflet. 
 

10. BIOAVAILABILITY/BIOEQUIVALENCE: 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
Date of Review: 9/15/08         Date of Submission:  26 DEC 2007 
Primary Reviewer:  Angela Payne   
Team Leader:  John Grace      
____________________________________________________________________________________ 
cc: 

ANDA: 90-218 
DUP/DIVISION FILE 
HFD-613/Apayne/JGrace  (no cc) 
V:\FIRMSNZ\sandoz\LTRS&REV\90218TAP1labdfsreview.doc 
Review  

(b) (4)

(b) (4)
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finding that the test and RLD products contain the same inactive ingredients in the same 
concentration.2 With respect to the active ingredients in the test and RLD products, the 
CMC review is now complete3 and found the test and RLD products to be 
pharmaceutically equivalent.4 Thus, the test and RLD products contain the same active 
ingredients in the same concentration.  The CMC review also confirmed that the test 
product is a solution.5 Finally, the test product is a parenteral solution that is intended 
solely for administration by injection.6 Therefore, in light of the CMC review, DBI 
confirms that the requirements of Section 21 CFR § 320.22 (b)(1) are met and thus, the in 
vivo bioavailability/bioequivalence of the drug product is self-evident, and the 
requirement for the submission of data regarding the bioequivalence of the test product is 
waived. DBI has no further questions for the firm at this time. 

The application is adequate with respect to bioequivalence testing.

2 See Reference 1.
3 ANDA # 090218, CMC Review 5
4 “Pharmaceutical equivalents” is defined as “drug products in identical dosage forms that contain identical 
amounts of the identical active drug ingredient . . . and meet the identical compendial or other applicable 
standard of identity, strength, quality, and purity . . . .”  21 CFR 320.1(c).
5 ANDA #090218, CMC Review 4, pages 77-85. Also see Reference 3.
6 ANDA #090218, Labeling Review (03/14/2014)



BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 090218

APPLICANT: Sandoz Inc.

DRUG PRODUCT: Glatiramer Acetate Injection 20 mg/mL

The Division of Bioequivalence I has completed its review and has no further questions 
at this time.

Please note that the bioequivalence comments provided in this communication are 
comprehensive as of issuance.  These comments are subject to revision if additional 
concerns raised by chemistry, manufacturing and controls, microbiology, labeling, other 
scientific or regulatory issues or inspectional results arise in the future.  Please be advised 
that these concerns may result in the need for additional bioequivalence information 
and/or studies, or may result in a conclusion that the proposed formulation is not 
approvable.

Sincerely yours,

{See appended electronic signature page}

Wayne I. DeHaven, Ph.D.
Acting Director, Division of Bioequivalence I
Office of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research

Bing V. 
Li -S

Digitally signed by Bing V. Li -S 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
cn=Bing V. Li -S, 
0.9.2342.19200300.100.1.1=13
00234148 
Date: 2015.04.15 16:56:37 
-04'00'
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4.3 Consult Review

None.

4.4 OGD Science Staff Review on Glatiramer Acetate Injection (Control # 13-
0444)

Please refer to the following document for details of the review on Glatiramer Acetate 
Injection (Control # 13-0444).

Link: V:\Science Group\MASTER Files BE Posting\glatiramer_acetate_inj_020622\
glatiramer_acetate_inj_020622.doc

Reference ID: 3378269



4.5 Attachments  (Draft Guidance not yet published)      

Active ingredient: Glatiramer Acetate

Form/Route: Injection/Subcutaneous

Recommended studies: Waiver of in vivo bioequivalence
___________________________________________________________________________

When the test and the reference listed drug (RLD) products 
 have the same active ingredient by demonstrating equivalent characteristics of the active 

ingredient, and 
 have qualitatively (Q1) and quantitatively (Q2) the same drug product formulation 

In vivo bioequivalence study can be waived 
___________________________________________________________________________

Additional information

Scientific Rationale for Waiver of In Vivo Bioequivalence Studies: Glatiramer acetate injection 
is a parenteral solution intended solely for subcutaneous injection. According to 21 CFR 320.22, 
bioequivalence is accepted as "self-evident" if a drug product contains the same active and 
inactive ingredients in the same concentration as RLD and when the drug product is a parenteral 
solution intended solely for administration by injection. Hence, if a test drug product has the same 
active ingredient as the RLD and is Q1/Q2 with the RLD, in vivo bioequivalence studies of 
glatiramer acetate injection can be waived. 

As part of the evaluation of pharmaceutical equivalence, confirmation that glatiramer acetate is a 
thermodynamically reversible solution eligible for a biowiaver is recommended to include:

1. Size Distribution and Relative Abundance of Glatiramer Acetate Aggregates
Design: at least three lots of both test and RLD products

Parameters to measure: D10, D50, D90 of aggregates and the relative abundance of 
glatiramer acetate unimer and aggregates

2. Thermodynamic Reversibility of Glatiramer Acetate Aggregates
Design: at least three lots of both test and RLD products

Parameters to measure: D50 of aggregates and the relative abundance of glatiramer acetate 
unimer and aggregates upon dilution or temperature changes

Additional characterization assays are required to demonstrate the active ingredient sameness and 
formulation sameness between test drug product and RLD. 

Same Active Ingredient: Additional in vitro and in vivo characterization studies are 
recommended to demonstrate the active ingredient sameness between the test and RLD products 
by demonstrating equivalent starting materials and basic chemistry, equivalent physicochemical 
properties, equivalent structural signatures of process (polymerization, depolymerization, and 
purification), and  equivalent biological and immunological properties of the peptide copolymers. 

Reference ID: 3378269



The characterization tests are recommended to be conducted on three batches of the test and RLD 
products (at least one ANDA batch should be produced by the commercial scale process).

Same Drug Product Formulation: To waive in vivo BE study, an applicant of a generic 
glatiramer acetate injection must demonstrate qualitative and quantitative sameness in active 
ingredient (glatiramer acetate 20 mg/mL), inactive ingredient (mannitol 40 mg/mL, pH 5.5-7.0)
between the test drug product and RLD.

Impurity levels in the test product comparable to or lower than those found in the RLD: 
Generic applicants are recommended to demonstrate impurity levels in the test product 
comparable to or lower than those found in the RLD. The impurities in glatiramer acetate 
injection include process related impurities, aggregates of glatiramer acetate peptides, and 
leachates from the container closure system. 

Reference ID: 3378269

Following this page, 2 pages withheld in full - (b)(4)



BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 090218

APPLICANT: Sandoz Inc.

DRUG PRODUCT: Glatiramer Acetate Injection 20 mg/mL

The Division of Bioequivalence I has completed its review and has no further questions 
at this time.

Please note that the bioequivalence comments provided in this communication are 
comprehensive as of issuance.  These comments are subject to revision if additional 
concerns raised by chemistry, manufacturing and controls, microbiology, labeling, other 
scientific or regulatory issues or inspectional results arise in the future.  Please be advised 
that these concerns may result in the need for additional bioequivalence information 
and/or studies, or may result in a conclusion that the proposed formulation is not 
approvable.

Sincerely yours,

{See appended electronic signature page}

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence I
Office of Generic Drugs
Center for Drug Evaluation and Research

Reference ID: 3378269



4.7 Outcome Page

ANDA:  090218

Reviewer: Pabba, Santhosh Date Completed:

Verifier: Date Verified:

Division: Division of Bioequivalence 

Description: Glatiramer Acetate Injection

Productivity: 

ID Letter Date Productivity Category Sub Category Productivity Subtotal

14704 12/26/2007 Other Waiver Injectable 1 1 

Bean Total: 1

Reference ID: 3378269
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2013v1 03/04/13

Product Quality Microbiology Review

March 31, 2014

ANDA: 090218

Drug Product Name
Proprietary: N/A
Non-proprietary: Glatiramer Acetate
Drug Product Priority Classification:  N/A

Review Number: # 4

Dates of Submission(s) Covered by this Review

Submit Received Review Request
Assigned to 
Reviewer

2/28/14 2/28/14 N/A 3/5/14

Submission History (for amendments only)
Submit Date(s) Microbiology Review # Review Date(s)

12/11/13*

3 8/28/131/30/13**

10/26/12**

4/30/10 2 05/18/10
12/26/07 1 12/15/08

* Stated as 12/12/13 in GSR; **Telephone Amendment;    *** Gratuitous Amendment dated 10/29/12 in GSR.

Applicant/Sponsor
Name: Sandoz, Inc.
Address: 2555 West Midway Blvd., P. O. Box 446, Broomfield, CO 
80038-0446.
Representative: Jean Domenico
Telephone: 303-438-4242

Name of Reviewer: Dupeh Palmer, Ph.D.

Conclusion: This submission is recommended for approval on the basis of 
sterility assurance.

Reference ID: 3480318
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2013v1 03/04/13

Product Quality Microbiology Review

January 28, 2014

ANDA: 090218

Drug Product Name
Proprietary: N/A
Non-proprietary: Glatiramer Acetate
Drug Product Priority Classification:  N/A

Review Number: # 3

Dates of Submission(s) Covered by this Review
Submit Received Review Request Assigned to Reviewer

12/11/13* 12/12/13 1/16/14
1/30/13** 1/30/13

N/A 8/1/13
10/26/12*** 10/29/12

* Stated as 12/12/13 in GSR; **Telephone Amendment;    *** Gratuitous Amendment dated 10/29/12 in GSR.

Submission History (for amendments only)
Submit Date(s) Microbiology Review # Review Date(s)

4/30/10 2 5/18/10
12/26/07 1 12/15/08

Applicant/Sponsor
Name: Sandoz, Inc.
Address: 2555 West Midway Blvd., P. O. Box 446, Broomfield, CO 
80038-0446.
Representative: Jean Domenico
Telephone: 303-438-4242

Name of Reviewer: Dupeh Palmer, Ph.D.

Conclusion: This submission is not recommended for approval on the 
basis of sterility assurance.

Reference ID: 3443742
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Product Quality Microbiology Review 
 

May 18, 2010 
 
ANDA: 090218 
 
Drug Product Name 

Proprietary: N/A 
Non-proprietary: Glatiramer Acetate Injection 
Drug Product Priority Classification:  N/A 

 
Review Number: 2 
 
Dates of Submission(s) Covered by this Review 

Letter Stamp Consult Sent Assigned to Reviewer 
04/30/2010 05/03/2010 N/A 05/04/2010 

 
Submission History (for amendments only): N/A 

Submission Date(s) Microbiology Review # Review Date(s) 
12/26/2007 1 12/15/2008 

 
Applicant/Sponsor 

Name: Sandoz, Inc. 
Address: 506 Carnegie Center, Suite 400, Princeton, NJ 
Representative: Marcy MacDonald, Director of Regulatory Affairs 
Telephone: 303-438-4599 

 
Name of Reviewer: Theodore Garnett, Ph.D.  
 
Conclusion: This submission is recommended for approval on the basis of 
sterility assurance. 
 





ANDA 90-218  Microbiology Review #2 
   

Executive Summary 
 

I. Recommendations 
 
A. Recommendation on Approvability – This submission is 

recommended for approval on the basis of sterility assurance. 
 
B. Recommendations on Phase 4 Commitments and/or 

Agreements, if Approvable – N/A 
 

II. Summary of Microbiology Assessments 
 

A. Brief Description of the Manufacturing Processes that relate to 
Product Quality Microbiology -  

. 
 
B. Brief Description of Microbiology Deficiencies – None 

identified. 
 
C. Assessment of Risk Due to Microbiology Deficiencies – No 

microbiology deficiencies were identified.  The applicant 
demonstrates an adequate level of sterility assurance for the 
manufacturing process. 

 
III. Administrative 
 

A. Reviewer's Signature _____________________________ 
 
B. Endorsement Block 

Microbiologist /Theodore Garnett, Ph.D. 
Microbiology Team Leader/Lynne Ensor, Ph.D. 

 
C. CC Block 

cc:  Field Copy  
 
 
 
 
 
 
 
 
 
   
 
 Page 3 of 29 
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(b) (4)

(b) (4)



ANDA 90-218  Microbiology Review #2 
   

   
 
 Page 29 of 29 

R.1 Executed Batch Record  
Product lot # CL9-412 was manufactured in support of the application.  
The batch records confirm that validated  

 manufacturing processes were used for the manufacture of each 
exhibit batch. 

  
2. REVIEW OF COMMON TECHNICAL DOCUMENT-

QUALITY (CTD-Q) 
MODULE 1 
A. PACKAGE INSERT  
 

 Glatiramer acetate injection, 20 mg/mL, is a sterile solution intended for 
subcutaneous injection.  It is supplied as a 1 mL fill in a 1 mL single-use glass 
syringe with a Ga ½ inch fixed needle.  The storage temperature for Glatiramer 
acetate injection is 2 - 8oC (36 - 46oC). 

 
 

(b) (4)

(b) (4)

(b) 
(4)
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Product Quality Microbiology Review 
 

December 15, 2008 
 
ANDA: 90-218 
 
Drug Product Name 

Proprietary: N/A 
Non-proprietary: Glatiramer Acetate Injection 
Drug Product Priority Classification:  N/A 

 
Review Number: 1 
 
Dates of Submission(s) Covered by this Review 

Letter Stamp Consult Sent Assigned to Reviewer 
12/26/2007 12/27/2007 N/A 12/12/08 

 
Submission History (for amendments only): N/A 
 
Applicant/Sponsor 

Name: Sandoz, Inc. 
Address: 506 Carnegie Center, Suite 400, Princeton, NJ 
Representative: Srinivasa S. Rao, Pharm. D., Director, Regulatory 
Affairs 
Telephone: 609-627-8500 (General) 

 
Name of Reviewer: Theodore Garnett, Ph.D.  
 
Conclusion: This submission is not recommended for approval on the 
basis of sterility assurance. 
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 N/A 
 
R REGIONAL INFORMATION 
R.1 Executed Batch Record  

Product lot # CT0743 was manufactured in support of the application.  
The batch records confirm that validated  

 manufacturing processes were used for the manufacture of each 
exhibit batch. 

  
 

2. REVIEW OF COMMON TECHNICAL DOCUMENT-
QUALITY (CTD-Q) 
MODULE 1 
A. PACKAGE INSERT  
 

 Glatiramer acetate injection, 20 mg/mL, is a sterile solution intended for 
subcutaneous injection.  It is supplied as a 1 mL fill in a 1 mL single-use glass 
syringe with a  Ga ½ inch fixed needle.  The storage temperature for Glatiramer 
acetate injection is 2 - 8oC (36 - 46oC). 

 
 

(b) (4)

(b) (4)

(b) 
(4)
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3. LIST OF MICROBIOLOGY DEFICIENCIES AND 
COMMENTS:  
 

ANDA:  90-218 APPLICANT:  Sandoz, Inc. 
 
DRUG PRODUCT:  Glatiramer Acetate Injection 

 
 
Microbiology Deficiencies: 
 

1. 

 
2. 

 
3. 

 
4. 

 
5. 

 
 

Please clearly identify your amendment to this facsimile as “RESPONSE TO 
MICROBIOLOGY DEFICIENCIES”.  The “RESPONSE TO MICROBIOLOGY 
DEFICIENCIES” should also be noted in your cover page/letter. 

 
 
Sincerely yours, 

 
{See appended electronic signature page} 

(b) (4)
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Lynne A. Ensor, Ph.D. 
Microbiology Team Leader 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
 

 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Theodore O Garnett
3/11/2009 09:11:08 AM
MICROBIOLOGIST

Bonnie McNeal
3/11/2009 11:48:38 AM
MICROBIOLOGIST
Checked for correct file and submission link. Both ok.

Lynne Ensor
3/11/2009 12:18:28 PM
MICROBIOLOGIST



 
 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 090218 

 
 
 
 
 

OTHER REVIEWS 



Copaxone Follow-up Discussion
DARS Consult

7 July 2014

Division of Applied Regulatory Science
Office of Clinical Pharmacology

1Reference ID: 3602240



DARS Consult No: 2014-0927

1. Evaluate the data quality, sample variability (including method and batch 
to batch variability) and analytics and statistics used by TEVA on their 
gene expression studies related to comparing RLD Copaxone to generics. 

a) Study design
b) Data quality
c) Data analysis and interpretation

2. Are comparative data from these sorts of studies valuable to the 
assessment of sameness for generic Copaxones?

a) Are there any reliable differences between the RLD batches and generic 
samples in individual gene expression or pathways in the TEVA studies? 

b) Are any of the differences biologically plausible as relevant to product 
safety of efficacy (with OGD & OBP) 

c) If the answer to both (a) and (b) is yes, is there a feasible and robust 
experimental approach to test generic candidate products  

3. ADDED:  Please comment on the relevance and validity of using the gene 
expression experiment to correlate to the clinical effects of GA

2Reference ID: 3602240







Microarray Data Quality
• Genome-scale microarrays are complex assays that generate high-

dimensional data susceptible to technical bias that can mask true 
biological information (MIAME guidelines)  

Evaluation

• The Teva study contained (a) significant bias in signal intensity from 
sample processing differences that obscured drug effects prior to 
statistical correction, and also (b) residual bias and high variability after 
statistical correction

• The effects attributed to generic GA by Teva were not repeatable  
in a study that minimized technical bias

• Quality evaluation of the Sandoz study data set was limited  by the 
availability of only normalized data at this time. No issues were noted.

• Conclusion: The Teva microarray study is not appropriate for use in 
assessing claims of greater variability of generic drug batches or for 
biological interpretation of small-fold change differences between groups

5Reference ID: 3602240

(b) (4)



Data Analysis & Interpretation

Evaluation

• Teva’s claim of differences between RLD and generic is based on 
arbitrarily liberal statistical criteria and an arbitrarily selected subset 
of probes and/or samples

• When more widely used statistical criteria and a full set of 
probes/samples are used, no differences between RLD and generic 
were found

• DARS re-analysis of the microarray data sets generated in the  
(better controlled) and Sandoz (more relevant model) studies also 
revealed no biologically plausible differences between the generic 
products and RLD

Conclusion: Re-analysis of gene data in the Teva and Sandoz 
studies revealed no differences between the generic  and 
Teva’s glatiramer acetate product
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Use of Microarray Data

• Product quality, data quality and biological relevance are critical to 
ensuring that microarray data can be reliably collected, analyzed and 
interpreted

• Basic requirements include:
– Availability of product quality data for each of the drug lots used in the study and the 

contributions of lot variability to total experimental variability determined

– Careful experimental design using a therapeutically relevant model

– Adequate and balanced sampling 

– Use of the appropriate statistical methods

– Clearly defined study endpoints related to specific genes and pathways relevant to the 
product’s safety and efficacy

– Confirmation by quantitative data obtained using additional assays

• Conclusion: microarray-derived gene expression data alone will be 
inconclusive but can be useful as part of the total evidence supporting an 
argument of equivalence or inequivalence
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DARS Pathway Analysis
• A set of 29 Differentially Expressed Genes (DEGS) were identified as up- or 

down-regulated in T-cells by Copaxone® vs. medium in the Sandoz study 
using P < 0.05 and fold change > 4 as selection criteria

• A combination of Cytoscape and the Reactome databases were used 
together with a limited literature search to generate a “MOA” map of 
Copaxone® that includes 15 of the 29 genes. 

• This map seems to tell a consistent story: 
– Th2-related cytokines (IL3, IL4, IL5, IL13) are up-regulated and they signal through some 

common pathway (STAT5B which is not up-regulated; NFIL3 and IL4I1 which are up-
regulated) for downstream Th2 activities

– Some genes (GADD45G and CCL1) are up-regulated to further increase Th2 cytokines

– Other genes (SOC1 and CISH) are up-regulated as a negative  regulators to counteract 
these cytokines. 

– Some genes (APOE and CCL5) are associated with Th2 signals and down-regulated for 
decreased antigen presentation and chemotaxis.

• Conclusion: With some prior knowledge and appropriate study design, 
possible mechanisms of action may be identified and correlate with 
clinical effects (i.e. related to Th2 signals) using gene expression data 9Reference ID: 3602240









Summary: Pathway Analysis
• Biologically plausible pathways that appear to correlate with 

clinical effects can be constructed using gene expression data

• Sets of common genes can be identified:
– Using different protocols (Teva vs. Sandoz studies)

– Using drugs known to be chemically inequivalent (ACN vs. RLD)

• Conclusion: Gene expression data can suggest possible 
mechanisms that correlate with clinical effects, but remain 
inconclusive in determining therapeutic equivalence in the 
absence of other data, even with:
– Adequate study design

– Appropriate statistics

– High levels of stringency in selecting DEGS
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Summary & Conclusions
Consult No: 2014-0927

Question #1: Evaluate the data quality, sample variability (including 
method and batch to batch variability) and analytics and statistics used 
by TEVA on their gene expression studies related to comparing RLD 
Copaxone to generics.

Study design weaknesses, technical bias (both before and after 
statistical corrections), and inappropriate statistical analysis confound 
the published Teva studies and make them inconclusive.
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Summary & Conclusions
Consult No: 2014-0927

Question #2:  Are comparative data from these sorts of studies valuable 
to the assessment of sameness for generic Copaxones?

a) Are there any reliable differences between the RLD batches and 
generic samples in individual gene expression or pathways in the 
Teva studies? 

No reliable differences in gene expression or pathways could be 
identified in the Teva or Sandoz studies.

b) Are any of the differences biologically plausible as relevant to 
product safety of efficacy?

N/A: No differences could be identified

c) If the answer to both (a) and (b) is yes, is there a feasible and 
robust experimental approach to test generic candidate products

N/A
15Reference ID: 3602240
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Summary & Conclusions
Consult No: 2014-0927

Question #3: Please comment on the relevance and validity of using 
the gene expression experiment to correlate to the clinical effects of GA

Gene expression data alone are not considered a suitable approach to 
test generic candidate products, but may suggest possible 
mechanisms of actions only if the studies:

(i) Are well controlled

(ii) Are conducted in a therapeutically relevant model system

(iii) Use appropriate analytics

(iv) Are supplemented by confirmatory quantitative data from other 
assays, and 

(v) Consider the most informative pathway analysis approaches, e.g. 
some combination of algorithm-based pathway assignments and 
manual queries
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BACK-UP SLIDES
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Cytokine responses: RLD vs S/M

18

Data collected as part of  
assay development. 
S/M selected IL-4 as 
their index cytokine for 
potency method.

Blue = TEVA
Red = Sandoz/Momenta
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Microarray Signal

Other

Th2

Th17

Th1
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Cytokine gene responses: RLD vs S/M

Reference ID: 3602240



Human Gene Array Variability in Response to GA

20

Reference: Hong et al
J. Neuroimmunol. 152 126-139 (2004)

Individual patient responses 
in gene array data after 2 
years of treatment with GA.

Differences between  
pretreatment vs. +2 years 
on treatment.

Similar variability seen with patients 
treated with β-IFN.

Individual Patient Data
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Memo 
Date: March 25, 2014 

Revised April 3, 2014 

Revised May 31, 2014 

Revised June 5, 2014 

Revised June 12, 2014 

From: Fred Mills, Staff Scientist, DTP 

To: Amy S. Rosenberg Director, DTP 
Tracking numbers: ANDA 090218 (Sandoz/Momenta), ANDA  (Mylan)

                    

Products: glatiramer acetate  (GA) proposed generics for treatment of Multiple Sclerosis 

Subject of Review: Biocharacterization for glatiramer acetate follow-on products 

Recommendations 
Glatiramer acetate (GA) for MS therapy is administered chronically and induces immune 
responses, a situation in which the Agency has always requested clinical data to support 
approval of biotherapeutics.  However, generic products approved by the ANDA pathway 
do not require clinical studies. In the absence of clinical data for a complex mixture 
product whose mechanism of action is uncertain and for which it is likely that only a 
subset of the molecules mediate efficacy, the pathway for approval would rely on very 
stringent demonstrations of similarity from a great diversity of physicochemical and 
biological characterization assays. However, the unusual features of GA present 
difficulties for establishing biochemical equivalence. 
 
Glatiramers are very complex, heterogeneous peptide mixtures for which, quite possibly, 
only a subset of GA molecules mediate either efficacy or safety effects. Because the 
product has such large number of different peptides and the functional contribution of 
each peptide to safety and efficacy is at present unknown, using chemical analyses to 
establish comparability between innovator and generic products may prove difficult or 
impossible.  The concern is that glatiramer may have peptides with multiple potential 
modes of action whose relative contributions to clinical performance are not clear.  
Therefore, DTP considers that an optimal development pathway would involve 
demonstration of clinical comparability between the innovator product (Copaxone) and 
Sandoz/Momenta’s or other generic products.  However, a preponderance of evidence 
from both biochemical/biophysical analyses, plus functional studies, may potentially 
provide an acceptable basis to assert that patients would not be placed at increased risk of 
adverse clinical outcomes by treatment with generic glatiramer acetate.  Specifically, 
DTP recommends that potential generic Sponsors provide data from the following set of 
comparative characterization studies (see below).  It is critical that these studies be 
conducted using at least 10 lots of Copaxone and the proposed generic (ranging from 
newly manufactured and close to expiry).  Selection criteria for the lots to be examined 
should be provided to the agency and the lots selected identified prior to testing 
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1. Gene Expression analysis 
The innovator, TEVA, has published data which the company indicates  are  supportive 
of  their view that the predictive value of physicochemical differences between Copaxone 
and certain potential generic products is poor.(Bakshi, S, et al. Expert Opin Ther Targets, 
2013 17(4):351‐362, Towfic, F., et al. PLoS ONE,  2014 9(1): e83757).  In particular, 
these publications claim that the biochemical similarities between its innovator glatiramer 
Copaxone and the  Natco biosimilar, failed to predict functional differences, as 
indicated by TEVA’s gene expression arrays comparing RNAs expressed by cells treated 
with the two products. TEVA’s analysis of these data suggest possible differences in 
multiple downstream pathways between Copaxone and proposed generics , However, 
independent analysis of TEVA’s  data by the FDA’s OCP/DARS group indicates that 
TEVA’s analysis is flawed, and that there may be no significant  differences between the 
products.  
 
Therefore, to provide a more robust assessment of glatiramer effects on gene expression, 
DTP recommends comparative profiling of RNA in at least 4 different human cell lines 
and primary human lymphocyte populations treated with Copaxone vs glatiramer acetate 
generic.  The set of cells used should be relevant to MS, and should contain 
representatives of the CNS lineage, including cells of microglial phenotype.  RNA-seq 
methodology, less error prone than other profiling methods, may provide the most 
complete and reproducible profiling. Additionally, RNA-seq profiling should capture 
microRNA expression, as there is literature indicating a role of microRNA in MS lesions 
(Thamilarasan et al.  2012, Autoimmunity Reviews 11, pp 174-179). 
 
2. Physicochemical Characterization 
New bioanalytical methodologies may be capable of detecting physicochemical 
differences between Copaxone and follow-on products.  Therefore, DTP recommends 
that the Sponsor explore the use of technologies such as LC–MS–NMR and others to 
provide an in depth characterization of the products (reviewed in Berkowitz et al., Nature 
Reviews Drug Discovery 2012,11, pp. 527-540)  
 
 
3. Long-term animal studies 
The efficacy of GA therapy appears to involve several pathways including the generation 
of GA-specific regulatory T cells and an increase in GA-specific IgG4.  In a Phase IV 
study (Karussis et al. Journal of Neuroimmunology 220 (2010) 125–130) designed 
specifically to assess immunogenicity, all GA-treated patients (153) developed 
GA reactive antibodies. While these antibodies did not show neutralizing activity, in 
long-term treated patients (ie>9 months)  GA-reactive IgG4/IgG2 and IgG4/IgG1 ratios 
were inversely correlated with the annualized relapse rate (p=0.003) and the IgG4 levels 
to the number of relapses (p=0.0037). Similar results were seen in an earlier, smaller 
study, in which antibodies of the IgG1 subclass predominated early in therapy, peaked at 
9 months, and were followed by an increase in IgG4 (Basile et al. Journal of 
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Neuroimmunology 177 (2006) 161–166). This isotype progression is consistent with a 
likely mechanism of action: development of a GA-specific T-helper 2 (Th2) T-cell 
response, thus deviating the immune response from a destructive Th1 response.  Indeed 
there are data indicating that both T and B cell responses may mediate the activity of the 
product (for review, see Lalive et al., 2011, CNS Drugs 25, pp.   401-414) 
 
Therefore, in addition to the MS animal models already agreed to between FDA and 
sponsor, it would be ideal to examine comparability  in functional studies using long-term 
animal MS models, such as the TMEV mouse viral model, or marmoset EAE. These 
studies should include measurement of GA-specific antibody isotype distribution. The 
model(s) should involve repeated treatment of ongoing CNS disease, rather than models 
where the product is administered prophylactically.  Any studies involving animals 
should avoid the use of adjuvants that promote Th2 responses, since such adjuvants can 
hinder the interpretation of the results. 
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Executive Summary 
Glatiramer acetate is a mixture of synthetic peptide copolymers of 5000-9000 dalton size 
containing alanine, glutamic acid,  tyrosine, and lysine, with these amino acids present in 
average molar fractions of 0.427, 0.141, 0.095, and 0.338, respectively.  TEVA’s innovator 
product, Copaxone, is licensed for treatment of  MS, with follow-on products in 
development.  
 
There is considerable literature on immunogenicity of the innovator product, which was 
licensed in 1996.  Copaxone is a mix of foreign peptides, and is highly immunogenic, 
with all patients eventually raising antibodies (Varkony et al., Expert Opin. 
Pharmacother. (2009) 10(4) 657-668).  Antibodies of the IgG1 subclass predominate 
early in therapy, peaking at 9 months, followed by an increase in IgG4 (Basile et al. 
Journal of Neuroimmunology 177 (2006) 161–166).  This is consistent with development 
of a GA-specific T-helper 2 (Th2)-like T-cell response, which may be one mechanism of 
action.  Increased IgG4/IgG1 and IgG4/IgG2 ratios correlate with a reduced rate of MS 
relapse.   
 
This review contains discussion of biological characterization data provided by Sponsors 
for  proposed generic products: Glatiramer Acetate (ANDA 090218, 
Sandoz/Momenta), GMA  Mylan Pharmaceuticals)

.  The physicochemical characterization of these products is being 
reviewed by the Office of Generic Drugs, which has requested this consult.  
 

 As important background, data from the briefing document supplied by TEVA for the 
February 24, 2014 meeting with the FDA are also discussed. Much of these data are also 
published (Bakshi, S, et al. Expert Opin Ther Targets, 2013 17(4):351‐ 362, Towfic, F., 
et al. PLoS ONE,  2014 9(1): e83757).   Using Capillary Isoelectric Focusing, particle 
size distribution analysis, and ion mobility mass spectrometry, TEVA has found 
significant physicochemical differences between Copaxone and three follow-ons, two of 
which are licensed outside the USA: Natco , Escadra 
(marketed in Argentina), and Probioglat (licensed in Mexico).  
 
TEVA’s biological comparisons consist of cDNA array expression data from mice 
treated in vivo with Copaxone or a proposed generic, with splenocytes from these mice 
then stimulated in vitro with glatiramer products.  Data are also provided from in vitro 
stimulation of the human THP-1 monocyte cell line with glatiramers.  In the mouse 
splenocyte studies, TEVA found that Copaxone significantly impacts > 1,400 genes, and 
> 100 pathways. Comparing multiple Copaxone lots with multiple Natco lots revealed 
that: (1) 75 genes were differentially regulated between Copaxone and Natco (2) Natco-
treated splenocytes showed considerably greater variability in gene response than 
Copaxone.  Notably, FoxP3, a marker for Treg cells-which would help to dampen the 
inflammatory processes in MS, is more strongly upregulated by Copaxone, and with less 
variability in response compared to Natco.  Moreover, more FoxP3 targets are 
upregulated by Copaxone.  Using the THP-1 human monocyte data, TEVA found that 
relative to Copaxone,  Probioglat  upregulated CD14, a potential contributor to 
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inflammation, as well as a number of other inflammatory response pathway genes.  
Probioglat also upregulated MMP9 (Matrix Metallo Protease 9), which can facilitate T 
cell migration into the CNS.  Similar observations  were seen for Protiramer, which is 
TEVA’s high molecular weight glatiramer that was withdrawn from clinical trials due to 
serious adverse events seen in rat and monkey preclinical models. These SAEs included 
injection site reactions, behavioral changes, weight loss, and deaths in both the rat and 
monkey studies that were attributed to Protiramer.  
 
Sandoz/Momenta has provided biological characterization data for ANDA 090218.  
These data are extensive (although lacking the genome-wide power of the TEVA data). 
The studies include  IL-4 secretion in Th2 cells prepared from mice treated with 
Copaxone or the Sandoz glatiramer, then stimulated with these glatiramers in vitro.  The 
curves for secretion of IL-4 vs. glatiramer concentration follow each other closely for 
Copaxone and the Sandoz product.  The Th2 phenotype of  similarly treated T cells was 
assessed via cytokine profiling for IL-4, 6, 10,13 (Th2), IFN-γ, IL-2, IL1-β, IL-12, TNF-
α (Th1), IL-17 (Th17) , and TGF-β1 and KC (Keratinocyte –derived Chemokine), which 
are associated with other T cell phenotypes.  The profiles were strongly Th2, and 
indistinguishable for Copaxone vs Sandoz GA.  Similarly, the THP-1 monocyte cell line 
was stimulated with glatiramers + IFN-γ, and found to give very similar MIG chemokine 
secretion curves for Copaxone vs. Sandoz GA.   
  
The isotype distributions of anti-GA antibodies from mice treated up to 28 days with 
Copaxone or Sandoz GA were similar.  The most highly expressed isotype after 28 days 
was  IgG1, which is the mouse isotype (together with IgE) that is stimulated by Th2 cells.  
Thus these data are consistent with an expected GA induction of a Th2 response, and by 
this criterion, there was no difference between Copaxone and Sandoz GA.  A human 
IgG4 response can be taken as a “readout” for Th2-based efficacy. However, the 
transition to this human Th2 isotype is seen after long term dosing (9 months) and this 
aspect of treatment has not been replicated by the mouse antibody model, because this 
was a short term (28 day) study. 
 
Sandoz/Momenta, as per agreement with the FDA, in a May 24, 2012 teleconference, 
provided data from three EAE models; i.e. 
 
a) Prophylactic dosing using active immunization with Proteolipid Peptide 
(PLP139-151) in the SJL/J strain of mice 
Relapsing -remitting model, 25-40 day duration (if extended in 2nd relapse peak) 
 
b) Prophylactic dosing using active immunization with Myelin Oligodendrocyte 
Glycopeptide (MOG35-55) in the C57blk/6 strain of mice 
Chronic progressive model 
 
c) Therapeutic dosing using the adoptive transfer model with Proteolipid Peptide 
(PLP139-151) in the SJL/J strain of mice. 
This model is used to study the effector state of EAE, independently of the immunization 
phase. 
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Overall, I agree with the Sponsor that the EAE results do not show a difference between 
Copaxone and the Sandoz/Momenta product. The importance of EAE models for MS is 
seen from the fact that the major MS biologics (IFN-β, GA, and  anti-VLA-4 antibody) 
have shown a  correlation between model EAE results and therapeutic efficacy. Although 
EAE mice treated with glatiramer, show Th2 polarization,, there are many examples of 
EAE treatment successes that have not translated into similar MS success, including IFN-
γ, and Myelin-Basic Protein oral tolerance.  Perhaps most significant for assessing 
similarity between GA products is the inability of the EAE models to mirror the long-term 
beneficial immunological modulation that is an important aspect of Copaxone  therapy 
for MS.  Therefore, I find that the while similar results for Copaxone and Sandoz GA seen 
in EAE may provide necessary support for comparability, by themselves they are not 
sufficient to provide assurance that the two products will have similar safety and efficacy 
profiles in the treatment of human MS 
 
I also have an unresolved concern regarding deficiencies from the OGD CMC review  
that may impact safety and efficacy. Deficiency 19 (p.191 of the CMC review) requested 
that the Sponsor provide assurance that aggregation was assessed near the expiration of 
validated storage time.  Furthermore, OGD requested that the Sponsor perform a one-time 
study with the orthogonal method they have developed to assess aggregation under long-term 
and accelerated storage conditions.  Because aggregation has the potential to alter immune 
responses, I have asked OGD to clarify the status of this deficiency. 
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General Comments on Biocharacterization of potential glatiramer acetate follow-on 
products for MS 
The data provided, especially for the Sandoz/Momenta product, is quite extensive, and is  
consistent with biological characterization studies for a well-defined biologic derived by 
recombinant DNA technology, such as a monoclonal antibody, cytokine, or enzyme 
replacement product.  However, glatiramers are very complex peptide mixtures, the 
species mediating efficacy are not understood, and there are multiple potential modes of 
action whose relative contributions are not clear.  Thus analytical characterization and 
use of appropriate animal models of MS, would seem  necessary, but not sufficient to 
establish comparability between Copaxone and follow-ons.  Similar thinking could apply 
to the elegant array data provided by TEVA; i.e. while indicating differences in multiple 
pathways between Copaxone and follow-ons, the impact of these differences on  MS 
treatment efficacy and safety is not known, and establishing actual cause and effect 
would involve major research studies that would have clinical components. Furthermore, 
the long-term potentially beneficial immunologic correlates of glatiramer therapy (such 
as GA-reactive IgG4) may not be easily replicated in animal models.   
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Copaxone Background and Literature  
Glatiramer acetate is a mixture of synthetic peptide copolymers containing four specific 
amino acids in a defined molar ratio. The amino acids present in the glatiramer acetate 
synthesis reaction are L-alanine (Ala, A), L-glutamic acid (Glu, E), L-tyrosine (Tyr, Y), and 
L-lysine (Lys, K). The drug product contains these amino acids with an average molar 
fraction of 0.427, 0.141, 0.095, and 0.338 respectively. The purified drug product has an 
average molecular weight of 5000-9000 Da.  Copaxone is the innovator product, for 
treatment of MS, and there are at least potential generics for this indication in various 
stages of development. 
  
There is considerable literature on immunogenicity of the innovator product, which was 
licensed in 1996.  Copaxone is a mix of synthetic peptides that do not necessarily 
replicate native seuqences, and is highly immunogenic, with all patients eventually 
raising antibodies (Varkony et al.,  Expert Opin. Pharmacother. (2009) 10(4) 657-668).  
Antibodies of the IgG1 subclass predominate early in therapy, peaking at 9 months, 
followed by an increase in IgG4 (Basile et al. Journal of Neuroimmunology 177 (2006) 
161–166).  This is consistent with development of a GA-specific T-helper 2 (Th2)-like T-
cell response, which may be one mechanism of therapeutic action.   
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There is also documentation of anaphylaxis in 66 out of approximately 80,000 treated 
patients  (Rauschka et al.  Neurology 2005;64;1481-1482, Gomis et al. J Investig Allergol 
Clin Immunol 2012; Vol. 22(1): 63-79).  A hypothesis has been advanced that the Th2 
response induced by Copaxone may predispose some patients to IgE reactions.  As a 
caveat, approximate 10% of patients develop an immediate post-injection systemic 
reaction (IPISR) that may mask diagnosis of true anaphylaxis.   
 
Finally, a retrospective phase IV study was conducted to evaluate the anti-GA antibody 
subtypes, test their in vitro neutralizing activity  by assessing the ability of patient sera to 
inhibit the proliferation of a glatiramer-specific cell line stimulate with GA, and correlate 
these parameters with  clinical efficacy, in long-term GA treatment of MS patients 
(Karussis et al. Journal of Neuroimmunology 220 (2010) 125–130).  Serum samples were 
analyzed from 153 MS patients, 126 treated with GA for 2 to 15 years (mean 6.6 years) 
and 27 treated for <2 years. This study did not demonstrate neutralizing activity, as 
assessed by inhibition of GA-stimulated cells by patient sera.  However, ratios of GA-
reactive IgG4/IgG2 and IgG4/IgG1 ratios were inversely correlated with the annualized 
relapse rate long-term treated patients (p=0.003) and the IgG4 levels to the number of 
relapses  (p=0.0037), but only in long-term treated patients.   
Reviewer comments 
It should be noted that these observations of correlation between IgG subtype ratios and 
relapse rate are phenomenological without a identified mechanism.  Increased IgG4 
ratios are might simply be a readout for increased, beneficial Th2 activity, by deviating 
the immune response away from destructive Th1 responses.  Alternatively, the antibodies 
themselves could mediate a beneficial effect, such as shielding of axons by an antibody 
that does not fix complement  (IgG4) and thus blocks binding by antibodies that do fix 
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complement (IgG2) 
  
 
Potential Follow-On Galtiramer Acetate Products  
 
Glatiramer Acetate  Sandoz/Momenta 
 
Probioglat  Farmatel (Mexico) 
 

 

Escadra   Marketed by Raffo in Argentina   
 
HangZhou  China (sold as an API) 
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TEVA briefing document for March 25, 2014 meeting with FDA 
 
Physicochemical analysis of differences 
 

 
 
 
In their briefing document , TEVA provide a figure showing a tight CE distribution of CE 
peaks for 5 Copaxone lots, indicating good reproducibility. The number of Escadra, 
Natco, and Probioglat lots analyzed was not provided, so one cannot assess their 
reproducibility for this property. 
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In their briefing document , TEVA provided a figure showing a tight DLS distribution of 
CE peaks for 5 Copaxone lots, indicating good reproducibility, again,as per the CE data, 
the number of Escadra, Natco, and Probioglat lots analyzed was not provided, so one 
cannot asses their reproducibility for this property. 

 
 
Ion Mobility Mass Spectrometry 
See Berkowitz et al., Nature Reviews Drug Discovery 2012,11, pp. 527-540 for general 
background 
 
HDMS Compare Software evaluates each pixel from two Heat Maps and calculates 
differences  
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The studies shown in these figures assess gene expression from  splenocyte cDNA 
(prepared, and analyzed by hybridization to an  microarray, which 
measures  transcripts)  from mice which are injected for 3 days with glatiramer,the 
spleens then harvested,  prepared and cultured with Copaxone, follow-on products, or 
controls  per the method in Bakshi, S, et al. Expert Opin Ther Targets, 17(4):351‐362 
(2013) Towfic, F., et al. PLoS ONE, 9(1): e83757 (2014) 
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Reviewer comment 
With this methodology, 13 Copaxone lots appear to show limited variability among 
themselves, relative to their differences from 5 Natco lots.  
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Mouse Splenocyte model 
Mice are injected for 3 days with glatiramer, splenocytes are then prepared and cultured 
with Copaxone, follow-on products, or controls  
Bakshi, S, et al. Expert Opin Ther Targets, 17(4):351‐ 362 (2013) 
Towfic, F., et al. PLoS ONE, 9(1): e83757 (2014) 
After culture, splenocyte cDNA is prepared, and analyzed by hybridization to an  

 microarray, which measures  transcripts 
 
cDNA array results 
Copaxone significantly impacts > 1,400 genes, > 100 pathways 
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75 genes differentially expressed 

 
Variability of Natco 
Copaxone upregulates FoxP3 more strongly than Natco, with a less variability (4.2x) in 
response.  Copaxone also upregulates FoxP3 targets more than Natco, as seen in the 
following figure. 
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Natco also differentially upregulates GPR83 
 
Human THP-1 monocyte cell line studies 
THP-1 human monocytes (TIB-202) were maintained in culture 
Prior to treatment cells were passed and plated in a 6-well plate at a concentration of 1.0 
x 106 cells/mL. Cells were allowed to recover for four hours after passage (prior to 
treatment). Using a predetermined non toxic concentration, the cells were spiked with 50
μg/mL of either Copaxone, GA/RS, Escadra, Probioglat, or Natco. 100μg/mL mannitol 
was spiked as a negative control (vehicle). Each sample was analyzed in six replicates 
In the mouse splenocyte model, CD14 was found to be upregulated.  This was confirmed 
in the THP-1 model.  

 
In the THP-1 model, Probioglat (licensed in Mexico by Farmatel) upregulates CD14 
significantly more than Copaxone ( well as TLR 2 and CD40) Moreover, in this model, 
Probioglate up-regulates pro-inflammatory response pathways, as seen in the following 
figure. 
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Probioglat induces significantly higher expression of MMP9 than does Copaxone  (Adj. p 
= 2.07 x 10-5 by LIMMA for Copaxone vs. Probioglat at 6 hrs in human monocytes). 
MMP9 is an established biomarker and potential predictor of disease activity in MS.  This 
finding is particularly concerning given the fact that MMP9 facilitates T-cell migration 
into the CNS, playing a key role in the disruption of the blood–brain barrier (BBB) and 
thus in the pathogenesis of MS 
 
 
Probioglat Clinical Experience in Mexico (provided in the TEVA slide presentation) 
Probioglat was launched in Mexico January 2013. Hospital la Raza (Mexico City) 
follows 232 MS patients regularly. This is one of the three biggest hospitals of the IMSS 
(Instituto Mexicano de Seguro Social), and 65 patients have been treated with both 
Probioglat and Copaxone since January 2013. There has been an increase in injection site 
reactions, painful local reactions, erythema and diffuse flush, pruritus and chest pain.  
Greater than 50% of the patients experienced a relapse within 2-4months of switching, 
and relapse related hospitalizations increased 200% in 2013 
 
Reviewer comment 
I have at present been unable to find publications to substantiate these claims regarding 
Probioglat adverse events. Only reports in the Mexican media were found to corroborate 
the claim (https://www.youtube.com/watch?v=AjFWvubhSFQ) 
 
 
 

Reference ID: 3524807



DTP consult for biocharacterization  of Glatiramer Acetate  
potential generic products 

23 

Protiramer Experience (from literature and TEVA briefing) 
Caution in consideration of glatiramer follow-on products is also indicated by TEVA’s 
experience with protiramer (TV-5010- Varkony et al., Expert Opin. Pharmacother. 
(2009) 10(4) 657-668). Hypothetically, higher molecular weight  polypeptides could 
contain a greater number or variety of epitopic sequences with which to stimulate APCs 
and T cells. Protiramer is a higher MW glatiramoid that contains the same amino acids as 
GA in the same molar ratios and is prepared by making small adjustments to reaction 
conditions used in GA synthesis. The average MM of protiramer ranges from 13,500 -- 
18,500 daltons .   

B ased on 
generally favorable safety results from short-term toxicity studies, protiramer was 
approved for testing in two small multi-center, open-label, 9-month Phase II clinical trials 
in RRMS patients.  Although 30 mg/week protiramer significantly reduced the number of 
Gd-enhancing and new T2-weighted lesions, similar reductions in these MRI measures 
during the pretreatment phase confound these findings. Based on results of long-term 
animal toxicity studies, protiramer development was halted.  The serious toxic effects of 
protiramer were not apparent during short-term (3-month) toxicity studies, which were 
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completed with no serious AEs detected. Severe toxicity only became apparent after ~ 9 
months of protiramer dosing.  In the mouse splenocyte model, the gene with elevated 
expression for TW-5010 relative to Copaxone, that was most significant was MMP14  
(Matrix Metallo-Protease 14). The observed upregulation of MMP14 was striking 
because MMP14 has been associated with fibrosis and eosinophil-related disorders in the 
literature, the very same toxicities seen in animals following long-term treatment with 
TV-5010.  In addition to MMP14, another gene,  (STAT3), which has also been linked to 
fibrosis, also showed significantly elevated expression in response to TV-5010 relative to 
Copaxone. 
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ANDA 090218  Glatiramer Acetate (Sandoz/Momenta) 
 
From the Sponsor’s Sept. 26, 2012 submission 
 
Release Methods 
 Secretion of IL-4 by mouse Th2 cells in response to GA stimulation 
This in vivo/ex vivo protocol which involves the following steps: 
1) Injection of Balb/c mice with RLD and Complete Freund’s Adjuvant (CFA) on Day 1; 
2) Isolation of CD4+ T cells from the draining inguinal lymph nodes (LN), which are 
harvested on Day 11. 
3) Successive rounds of ex vivo Glatiramer Acetate re-stimulation of these CD4+ 
cells through APC presentation, and then culture in the presence of IL-2 for bulk 
expansion and creation of a cell bank. 
4) Measurement of IL-4 release by ELISA 
 
These Th2 polarized T cells are characterized by their cytokine secretion profile in 
response to Glatiramer Acetate ; i.e. production of  high levels of the anti-inflammatory 
Th2 cytokines IL-4, IL-5, IL-6, IL-10 and IL-13 and low levels of the inflammatory Th1 
cytokines IL-2, IL-12p70, TNF-α, IFN-γ, and the Th17 cytokine IL-17. The release of the 
Th2 specific cytokine IL-4 from these bulk expanded cells is used as a read out of antigen 
specific T cell function for comparative studies of the test sample with Reference 
Licensed Drug (RLD). 
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Reviewer comments 
These representative data indicate indistinguishable curves in response to Copaxone 
(RLD Lot P53514) and the Sandoz GA (Lot 051M7282).   However, there is published 
data using a broadly similar mouse splenocyte culture system (discussed above- Bakshi, 
S, et al. Expert Opin Ther Targets, 17(4):351‐ 362 (2013), Towfic, F., et al. PLoS ONE, 
9(1): e83757 (2014)).   These studies indicate that Copaxone and  follow-on products 
elicit different responses in the expression of many genes.  These differences would not be 
captured by focusing on a single gene (IL-4).  Therefore, I recommend that the Sponsor 
consider expanding their approach to assess expression of a range of genes that may be 
involved in immune and inflammatory processes relevant to MS disease.   
 
Western Blot with polyclonal antibody 
Compares to reference standard 
Reviewer comments 
Because of the complex nature of GA products, meaningful use of this assay requires 
visual comparison of bands on the Western blots.    
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Identity test with Mab panel 
Reviewer comments 
In this submission, the Sponsor provided a table with positive identity entries.  
Meaningful interpretation of these data would require tabulation of the signals generated 
by the different members of the monoclonal antibody panel. 
  
Primary characterization methods 
THP-1 chemokine assay 
Glatiramer Acetate stimulates APCs (dendritic cells, macrophages, and B cells) to release 
soluble factors that are believed to alter immune function in MS patients. This proposed 
biological effect of Glatiramer Acetate is modeled in vitro using THP-1 cells. 
THP-1 cells are a human myeloid cell linethat can be differentiated in vitro to a 
monocytic cell capable of presenting antigen. Therefore, the THP-1 Chemokine Assay 
was developed to model the T cell independent effects of Glatiramer Acetate on APC.  
This is a quantitative test measuring the synergistic activity of Glatiramer Acetate and 
IFN-γ to induce the secretion of the IFN-γ-regulated chemokine, monokine induced by 
interferon-gamma (MIG), from THP-1cells. THP-1 cells are stimulated with Glatiramer 
Acetate Injection or the RLD in the presence a sub-optimal concentration of IFN-γ and 
the amount of MIG secreted over a 24-hour period is quantified by ELISA.  

 
 
The reference standard is Lot Copaxone CM9-279. 
Reviewer comments 
Similar considerations  apply to those discussed for the murine Th2 cell/ IL-4 assay; i.e. 
Copaxone and  follow-on products may elicit different responses in the expression of 
many genes, and these differences would not be captured by focusing solely on MIG gene 
expression.  I would also note that the criteria for choosing the Copaxone reference Lot 
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CM9-279 are not discussed in Sandoz/Momenta’s submission, so it is unclear how 
representative this lot is of TEVA’s Copaxone manufacturing.   
 
Generation of Murine Th2 Polarized T Cells 
This is an in vivo/ex vivo, semi-quantitative test measuring the ability of Glatiramer 
Acetate to induce the polarization of naïve T cells towards a Th2 phenotype as assessed 
by multiplexed analyses of Th1-, Th2-, and Th17-associated and other cytokines. Balb/c 
mice were immunized with Glatiramer Acetate Injection or the RLD, and the draining 
inguinal lymph nodes were harvested at Day 11 post immunization. Single cell 
suspensions were made from these lymph node cells and the CD4+ T cell population was 
isolated by negative immunomagnetic selection. Glatiramer Acetate-reactive T cells were 
generated through two rounds of re-stimulation ex vivo with Glatiramer Acetate Injection 
or RLD presented by T cell depleted mitomycin c treated APCs. The polarization of 
Glatiramer Acetate-specific T cells towards a Th2 phenotype was assessed by 
multiplexed analysis of Th1-, Th2- and Th17-associated cytokines using Enhanced 
Chemiluminescence technology, and a sandwich ELISA for TGF-β1. As each polarized 
cell line is unique, only a semi-quantitative comparison of the degree of Th2 polarization 
of RLD-reactive and Glatiramer Acetate Injection-reactive T cells can be made. 
 

 
 
In ANDA 090218, Amendment 043, Sandoz/Momenta provided data for cytokine 
profiling from 15 Sandoz/Momenta lots, and 9 Copaxone lots, as summarized in the 
following figure 
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Reviewer comments 
This assay measures 13 different cytokines, and captures reproducibility across a 
substantial set of Sandoz/Momenta (15 lots) and Copaxone (10 lots).   Therefore, in 
contrast to the assays mentioned above that measure only IL4 or MIG, this assay 
provides a broader (and therefore more informative) picture of responses elicited by GA 
product in Th2 T cells, which are important for the mechanism of action.  However, as 
the sponsor states, there may be considerable variability in responses due to variability 
in the way the cells are isolated and handled.  To strengthen the power of this analysis, 
sources of variability should be identified and minimized.  Moreover, in assessing the T 
cell response, in addition to cytokine expression it will be helpful to assess difference in 
expression of other genes such as TLRs and chemokines that are important for T cell 
function, and therefore may bear on the mechanism of action.   
 
Anti-Glatiramer Acetate Antibody Response 
SJL/J mice are immunized with Glatiramer Acetate Injection or the RLD over a 
period of 28 days. Serum is obtained at Day 0, Day 7, Day 14 and Day 28 and tested for 
the presence of anti-Glatiramer Acetate antibodies by ELISA. The titer of the anti-
Glatiramer Acetate antibodies is determined using serial dilutions of the serum. The 
isotype of the antibody response is determined with isotype-specific antibodies. In 
addition, the antigenic epitopes present on Glatiramer Acetate Injection and the RLD are 
compared by assessing the reactivity of Glatiramer Acetate Injection with antibodies 
generated against the RLD, and vice versa. The dominant isotype of the antibody 
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response reflects the modulation of the immune response by Glatiramer Acetate towards 
a Th2 type response 
 

 
Sera samples (Day 28) from mice immunized with RLD (Lot P53343) or Glatiramer 
Acetate (Lot 051M7282) generated a robust antibody titer which cross reacted equally 
with both antigens within each individual animal.  
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Reviewer comments 
This assay captures in vivo the distribution of anti-glatiramer antibody isotypes..  The 
most highly expressed isotype after prolonged culture is IgG1, which is the mouse isotype 
(together with IgE) that is stimulated by Th2 cells.  Thus these data are consistent with an 
expected GA induction of a Th2 response, and by this criterion, there is no difference 
between Copaxone and the Sandoz glatiramer product. Switching to the human IgG4 
isotype) is induced by Th2 cytokines (Gascan et al., 1991, J Immunol. 147, 8-13, Izizaka 
et al, 1990 Clin. Exp. Immunol. 79, 392–396.) In Copaxone –treated MS patients anti-
GA IgG4/IgG2 and IgG4/IgG1 ratios were inversely correlated with the annualized 
relapse rate only in the long-term treated patients ( > 2 years, mean treatment time of 
6.6±3.4 years) vs.  patients treated < 2 years--Karussis et al, 2010, J. 
Neuroimmunology,220, 125-130). Therefore, the human IgG4 response has the potential 
to be a biomarker of for Th2-based efficacy. However, the transition to this human Th2 
isotype  is seen after long term dosing (9 months Basile et al, 2006, 177, 161-166) and 
this aspect of treatment has  been not replicated by the mouse antibody model, because 
this was a short term (28 day) study.   
 
EAE models 
Sandoz/Momenta held a teleconference with the FDA on May 24, 2012 related to 
experimental autoimmune/allergic encephalomyelitis (EAE) animal models for 
ANDA 090218 for Glatiramer Acetate Injection. The outcomes of this teleconference are 
summarized in meeting minutes and highlighted below: 
 
1. The FDA agreed that efficacy data from three EAE models are sufficient to establish 
equivalence with the Reference Listed Drug (RLD). The three EAE models are listed 
below: 
a) Prophylactic dosing using active immunization with Proteolipid Peptide 
(PLP139-151) in the SJL/J strain of mice 
Relapsing -remitting model, 25-40 day duration (if extended in 2nd relapse peak) 
 
b) Prophylactic dosing using active immunization with Myelin Oligodendrocyte 
Glycopeptide (MOG35-55) in the C57blk/6 strain of mice 
Chronic progressive model 
 
c) Therapeutic dosing using the adoptive transfer model with Proteolipid Peptide 
(PLP139-151) in the SJL/J strain of mice. 
This model is used to study the effector state of EAE, independently of the immunization 
phase.   Female SJL donor mice are immunized and used as a source of encephalitogenic 
T cells. Once donor mice have developed an immune response to PLP139-151, they are 
sacrificed and their spleens and lymph nodes harvested. Spleen and lymph node cells are 
cultured in the presence of PLP139-151 to activate encephalitogenic T cells, which are then 
transferred to female SJL recipient mice to induce EAE. GA treatments are initiated at 
day 0 of this stage.   
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MOG 35-55 active immunization /prophylactic dosing study in C57Blk/6 with clinical 
score and histological analysis as readout 
Experimental Design: On Day 0, C57blk/6 mice were immunized with a single sc 
injection of 200 μg of MOG35-55 emulsified with CFA/mannitol. Injections were 
distributed over 2 dorsal sites. For Groups 2 and 5, 500 μg of RLD (Lot X05071) was 
added to the encephalitogenic emulsion. For Groups 3 and 6, 500 μg of Drug Substance 
(Lot 051M7282) was added to the encephalitogenic emulsion. 
 
Results: Scores for each group recorded and averaged as a function over time (28 days). 
The Clinical Score (mean ± SEM) results are shown in Figure 2. As indicated, animals 
treated with the encephalitogenic emulsion (Group 1, MOG in vehicle) develop 
symptoms between Day 7 and 14. Treatment with a single dose of RLD (Lot X05071) or 
Drug Substance (Lot 051M7282) during the immunization delayed the onset of the 
clinical symptoms and decreased the magnitude of the Clinical Score 
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There were no significant differences between RLD and Drug Substance in terms of 
Disease Intensity, Mean Peak Score, or Mean Day Onset on Day 15 or 28 (p > 0.05). 
 
Histological Results: 
Figure 3 is a graphical representation of the results obtained from the histological 
analysis performed on Days 15 and 28 comparing inflammatory foci, apoptotic cells, and 
demyelination (Luxol Blue and H&E) between the Disease Controls (Groups 1 and 4) 
and the RLD treated mice (Groups 2 and 5) and Drug Substance treated mice (Group 3 
and Group 6) at each time point. There were no significant differences between RLD and 
Drug Substance. Treated groups were compared to the respective Disease Control mice 
for each time point by one-way ANOVA followed by Tukey’s multiple comparison test. 
Results show highly significant reductions in inflammatory foci, demyelination, and 
apoptosis with RLD (Lot X05071) treatment (p < 0.001) and Drug Substance (Lot 
051M7282) treatment (p < 0.001) at both time points 
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Reviewer comments  
The data presented for the EAE MOG 35-55 peptide model show no difference between 
Copaxone and the Sandoz/Momenta GA product 
 
 
Adoptive Transfer Model 
Technical note on FTY720 (Fingilomod) 
This is a derivative of ISP-1 (myriocin), a fungal metabolite of the Chinese herb Iscaria 
sinclarii as well as a structural analog of sphingosine. It is a novel immune modulator 
that prolongs allograft transplant survival in numerous models by inhibiting lymphocyte 
emigration from lymphoid organs.  In the adoptive transfer model, it is used as a kind of 
control, to completely abrogate the EAE response, as see below.  
 
Results: The clinical symptoms of EAE progression were monitored daily and Clinical 
Scores for each group recorded and averaged as a function over time (28 days).  
All animals adoptively transferred with splenocytes from PLP immunized donor mice 
and treated with vehicle (Group 1, vehicle control) developed symptoms between Day 5 
and 10. Therapeutic dosing with FTY720 using the oral route, QD, (3 mg/kg, Group 2, 
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Positive control) for 28 days resulted in complete block of EAE symptoms. Treatment 
with 2 mg, administered sc QD, starting on Day 0 post-transfer of the encephalitogenic 
splenocytes (therapeutic dosing regimen) for a duration of 9 days with either RLD (Lot 
X05071, Group 3) or Drug Substance (Lot 051M7282, Group 4) delayed the onset of the 
clinical symptoms and decreased the magnitude of the Clinical Scores. The optimal dose 
(2 mg), day of initiation, and duration of treatment (Day 0-Day 9) were chosen based on 
data from two pilot studies conducted with RLD.   

 
 
There were no statistically significant differences between RLD and Drug Substance for 
any of the three parameters: Mean Day Onset, Disease Intensity, and Mean Peak Score. A 
Mean Peak Ratio of 1.2 supported no significant differences between RLD and Drug 
Substance. 
 
Reviewer comments 
The data presented indicate equivalence with this assay between Copaxonae and the 
Sandoz GA.  In fact, the Sandoz product appears to have somewhat greater efficacy, but 
the Sponsor states this is not statistically significant.  
 
Overall, I agree with the Sponsor that the EAE results do not show a difference between 
Copaxone and the Sandoz/Momenta product. The importance of EAE models for MS is 
seen from the fact that the major MS biologics (IFN-β, GA, and anti-VLA-4 antibody) 
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have show correlation in EAE results and therapeutic efficacy. However, there are 
many examples of EAE treatment successes, which have not translated into similar MS 
successes, including IFN-γ, and Myelin-Basic Protein oral tolerance.  Perhaps most 
significant for assessing similarity between GA products is the inability of the EAE 
models to mirror the long-term beneficial immunological modulation that is an important 
aspect of EAE therapy.  Therefore , I find that the while similar results for Copaxone and 
Sandoz GA seen in EAE may provide necessary support for comparability, by themselves 
they are not sufficient to provide assurance that the two products will have similar safety 
and efficacy profiles in the treatment of human MS. 
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From: "Kozlowski, Steven" <Steven.Kozlowski@fda.hhs.gov> Date: Fri,
6 Jun 2014 17:01:12 -­‐0400 To: "Rosenberg, Amy"
<amy.rosenberg@fda.hhs.gov>, Fred Mills
<frederick.mills@fda.hhs.gov>, "Verthelyi, Daniela I"
<Daniela.Verthelyi@fda.hhs.gov> Subject: RE: Copaxone generics

Some thoughts on the reccomendations

I am also including the summary from the draft OCP DARS review
below:

Summary 
  
Teva has conducted a nonclinical gene expression study intended to
benchmark the pharmacology and mechanism of action of glatiramer
acetate (GA, Copaxone®) in comparison to a generic glatiramer

(Natco Pharma Ltd). This study has been published in two
peer-­‐reviewed publications (Bakshi et al. 2013; Towfic et al. 2014) and
the gene expression data are available in the Gene Expression
Omnibus (GEO) database under Accession #GSE40566. This consult is
based on a critical review and re-­‐analysis of those data, and includes a
critical assessment of study design, microarray data quality and gene
expression data interpretation. Our review determined that the basic
experimental design is not appropriate for product comparisons, and
that the results generated from this study would be problematic if
used as a basis for considering the biological sameness of a generic
product versus a reference listed drug. We conclude the following: (a)
study design weaknesses make it difficult to draw unambiguous
conclusions about possible MOA and targets suggested by gene
expression data; (b) the Teva dataset contains significant bias in signal
intensity due to sample processing that is not completely eliminated
by batch adjustment methods and therefore may confound certain
types of analyses and comparisons of within-­‐sample variability; and (c)
re-­‐analysis of the GEO data set suggests that, based on this study, the
Teva and Natco products can be considered to have very similar
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effects on the efficacy-­‐related pathways proposed for GA’s mechanism
of action as elucidated by the pathway analysis of the available gene
expression data. We further conclude that there are no reliable
differences between the reference listed drug and the generic samples
used in the reported study, and that the differences described cannot
be considered relevant to product safety or efficacy.
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OGD SCIENCE STAFF CONSULT REVIEW 

 
To:    Jing Li, Ph.D., Staff Fellow, Peptide Team, OGD 
 
Re:    ANDA 090218 
 
Consult No:    N/A 
 
Drug Product:    Glatiramer Acetate Injection 

20 mg/ml 
 

Sponsor:     Sandoz Inc 
 
Original Submission: July 20, 2011, Aug 09, 2011, March 23, 2012 (Amendment 0022, 

0023, 0038) 
 
Date of Consult Request: November 09, 2012 
 
Date of Review:    November 19, 2012 
 
Consultant:    Bhawana Saluja, Ph.D. 

Science Staff, OGD 
 
    Robert Lionberger, Ph.D. 
    Science Staff, OGD 
 
Through:   Lawrence X. Yu, Ph.D. 
    Deputy Director for Science and Chemistry, OGD 
 
 

Reason for Consultation 
Input to the questions raised by Sandoz/Momenta (SM) in ANDA # 090218. 

Background Summary 
Copaxone (NDA # 02-0622) is the brand name for glatiramer acetate (formerly known as 
copolymer-1), and was approved by the FDA on December 20, 1996. Copaxone is supplied as a 
single-use prefilled syringe containing 1 mL of a clear, colorless to slightly yellow, sterile, non-
pyrogenic solution containing 20 mg of glatiramer acetate and 40 mg of mannitol in cartons of 30 
single-use prefilled syringes with 33 alcohol preps. The recommended dose of Copaxone is 20 
mg/day. 
 
Copaxone® is indicated for reduction of the frequency of relapses in patients with Relapsing-
Remitting Multiple Sclerosis, including patients who have experienced a first clinical episode and 
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8. 

    
9. Is there any additional information required? 

 
Response: No 
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1 INTRODUCTION

This review evaluates the proposed proprietary name, Glatopa, from a safety and
misbranding perspective.  The sources and methods used to evaluate the proposed name 
are outlined in the reference section and Appendix A respectively. The Applicant 
submitted an external name study, conducted by , for this 
product.

1.1 REGULATORY HISTORY

The Applicant previously submitted the proposed proprietary name, Glatopa, on 
November 3, 2011.  The Division of Medication Error Prevention and Analysis 
(DMEPA) found the name, Glatopa, acceptable in OSE Review #2011-4269 and                   
2011-4270, dated January 17, 2013.

The goal date for approval of this application is March 1, 2015.  Given the amount of 
time that has elapsed since our previous review, we requested that the applicant resubmit 
the name, Glatopa, for our review.

1.2 PRODUCT INFORMATION

The following product information is provided in the February 20, 2015 proprietary name 
submission.

 Intended Pronunciation: gluh-TOH-puh

 Active Ingredient: Glatiramer Acetate

 Indication of Use: Reduction of the relapse frequency in patients with                 
Relapsing-Remitting Multiple Sclerosis

 Route of Administration:  Subcutaneous injection

 Dosage Form: Injection

 Strength:  20 mg/mL

 Dose and Frequency:  20 mg (1 mL) once daily  

 How Supplied:  Glatopa is supplied as a 1 mL single dose glass syringe with 
attached 1/2 inch length 29-gauge needle.  Each syringe contains 1 mL.                  
Each prefilled syringe is contained in a blister and supplied in cartons containing 
30 syringes and 34 alcohol preps.

 Storage:  2° to 8°C (36° to 46°F)

 Reference Listed Drug:  Copaxone (glatiramer acetate injection), NDA 020622

2 RESULTS 

The following sections provide information obtained and considered in the overall 
evaluation of the proposed proprietary name.  
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2.1 MISBRANDING ASSESSMENT

The Office of Prescription Drug Promotion (OPDP) determined that the proposed name 
would not misbrand the proposed product.  DMEPA and the Division of Neurology 
Products (DNP) concurred with the findings of OPDP’s assessment of the proposed 
name. 

2.2 SAFETY ASSESSMENT

The following aspects were considered in the safety evaluation of the name.

2.2.1 United States Adopted Names (USAN) Search

There is no USAN stem present in the proprietary name1.  

2.2.2 Components of the Proposed Proprietary Name 

The Applicant indicated in their submission that the proposed name, Glatopa, “is not 
derived from any one particular concept.”  This proprietary name is comprised of a single 
word that does not contain any components (i.e. a modifier, route of administration, 
dosage form, etc.) that are misleading or can contribute to medication error.  

2.2.3 FDA Name Simulation Studies

Ninety-three practitioners participated in DMEPA’s prescription studies.  The responses 
did not overlap with any currently marketed products nor did the responses sound or look 
similar to any currently marketed products or any products in the pipeline.  Thirteen 
participants in the outpatient study misinterpreted the beginning letter “G” as the letter 
“C”.  Five participants in the inpatient study misinterpreted the beginning letter “G” as 
the letter “P”.  Six participants in the verbal study misinterpreted the first letter “a” in 
Glatopa as the letter “i”.  Appendix B contains the results from the verbal and written 
prescription studies.

2.2.4 Comments from Other Review Disciplines at Initial Review

In response to the OSE, February 24, 2015 e-mail, the Division of Neurology Products
(DNP) did not forward any comments or concerns relating to the proposed proprietary 
name at the initial phase of the review.   

                                                
1USAN stem search conducted on February 22, 2015.
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4 REFERENCES

1.  USAN Stems (http://www.ama-assn.org/ama/pub/physician-resources/medical-
science/united-states-adopted-names-council/naming-guidelines/approved-
stems.page)

USAN Stems List contains all the recognized USAN stems.  

2. Phonetic and Orthographic Computer Analysis (POCA)

POCA is a system that FDA designed.  As part of the name similarity assessment, POCA 
is used to evaluate proposed names via a phonetic and orthographic algorithm.  The 
proposed proprietary name is converted into its phonemic representation before it runs
through the phonetic algorithm.  Likewise, an orthographic algorithm exists that operates 
in a similar fashion.  POCA is publicly accessible.

3. Drugs@FDA

Drugs@FDA is an FDA Web site that contains most of the drug products approved in the 
United States since 1939. The majority of labels, approval letters, reviews, and other 
information are available for drug products approved from 1998 to the present.  
Drugs@FDA contains official information about FDA-approved brand name and generic 
drugs; therapeutic biological products, prescription and over-the-counter human drugs; 
and discontinued drugs (see Drugs @ FDA Glossary of Terms, available at 
http://www.fda.gov/Drugs/InformationOnDrugs/ucm079436.htm#ther biological). 

4. RxNorm

RxNorm contains the names of prescription and many OTC drugs available in the United 
States. RxNorm includes generic and branded:

 Clinical drugs – pharmaceutical products given to (or taken by) a patient with 
therapeutic or diagnostic intent 

 Drug packs – packs that contain multiple drugs, or drugs designed to be 
administered in a specified sequence 

Radiopharmaceuticals, contrast media, food, dietary supplements, and medical devices, 
such as bandages and crutches, are all out of scope for RxNorm
(http://www.nlm.nih.gov/research/umls/rxnorm/overview.html#).

5. Division of Medication Errors Prevention and Analysis Proprietary Name 
Consultation Requests

This is a list of proposed and pending names that is generated by the Division of 
Medication Error Prevention and Analysis from the Access database/tracking system.
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APPENDICES

Appendix A

FDA’s Proprietary Name Risk Assessment evaluates proposed proprietary names for 
misbranding and safety concerns.  

1. Misbranding Assessment: For prescription drug products, OPDP assesses the 
name for misbranding concerns. .  For over-the-counter (OTC) drug products, the 
misbranding assessment of the proposed name is conducted by DNCE. OPDP or 
DNCE evaluates proposed proprietary names to determine if the name is false or 
misleading, such as by making misrepresentations with respect to safety or 
efficacy.  For example, a fanciful proprietary name may misbrand a product by 
suggesting that it has some unique effectiveness or composition when it does not 
(21 CFR 201.10(c)(3)).  OPDP or DNCE provides their opinion to DMEPA for 
consideration in the overall acceptability of the proposed proprietary name.  

2. Safety Assessment: The safety assessment is conducted by DMEPA, and 
includes the following:

a. Preliminary Assessment: We consider inclusion of USAN stems or other 
characteristics that when incorporated into a proprietary name may cause or 
contribute to medication errors (i.e., dosing interval, dosage form/route of 
administration, medical or product name abbreviations, names that include or 
suggest the composition of the drug product, etc.) See prescreening checklist 
below in Table 2*.  DMEPA defines a medication error as any preventable event 
that may cause or lead to inappropriate medication use or patient harm while the 
medication is in the control of the health care professional, patient, or consumer. 3

                                                
3 National Coordinating Council for Medication Error Reporting and Prevention.  
http://www nccmerp.org/aboutMedErrors html.  Last accessed 10/11/2007.
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b. Phonetic and Orthographic Computer Analysis (POCA): Following the 
preliminary screening of the proposed proprietary name, DMEPA staff evaluates 
the proposed name against potentially similar names.  In order to identify names 
with potential similarity to the proposed proprietary name, DMEPA enters the 
proposed proprietary name in POCA and queries the name against the following 
drug reference databases, Drugs@FDA, CernerRxNorm, and names in the review 
pipeline using a 50% threshold in POCA.  DMEPA reviews the combined
orthographic and phonetic matches and group the names into one of the following 
three categories:

• Highly similar pair: combined match percentage score ≥70%.  

• Moderately similar pair: combined match percentage score ≥50% to ≤ 69%.

• Low similarity: combined match percentage score ≤49%.

Using the criteria outlined in the check list (Table 3-5) that corresponds to each of the 
three categories (highly similar pair, moderately similar pair, and low similarity), 
DMEPA evaluates the name pairs to determine the acceptability or non-acceptability 
of a proposed proprietary name. The intent of these checklists is to increase the 
transparency and predictability of the safety determination of whether a proposed 
name is vulnerable to confusion from a look-alike or sound-alike perspective.  Each 
bullet below corresponds to the name similarity category cross-references the 
respective table that addresses criteria that DMEPA uses to determine whether a name 
presents a safety concern from a look-alike or sound-alike perspective.
 For highly similar names, differences in product characteristics often cannot 

mitigate the risk of a medication error, including product differences such as 
strength and dose.  Thus, proposed proprietary names that have a combined score 
of ≥ 70 percent are at risk for a look-alike sound-alike confusion which is an area 
of concern (See Table 3).

 Moderately similar names with overlapping or similar strengths or doses represent 
an area for concern for FDA.  The dosage and strength information is often 
located in close proximity to the drug name itself on prescriptions and medication 
orders, and it can be an important factor that either increases or decreases the 
potential for confusion between similarly named drug pairs.  The ability of other 
product characteristics to mitigate confusion (e.g., route, frequency, dosage form, 
etc.) may be limited when the strength or dose overlaps.  We review such names 
further, to determine whether sufficient differences exist to prevent confusion.  
(See Table 4).

 Names with low similarity that have no overlap or similarity in strength and dose 
are generally acceptable (See Table 5) unless there are data to suggest that the 
name might be vulnerable to confusion (e.g., prescription simulation study 
suggests that the name is likely to be misinterpreted as a marketed product).  In 
these instances, we would reassign a low similarity name to the moderate 
similarity category and review according to the moderately similar name pair 
checklist.  

Reference ID: 3708471



8

c. FDA Prescription Simulation Studies: DMEPA staff also conducts a prescription 
simulation studies using FDA health care professionals.  

Three separate studies are conducted within the Centers of the FDA for the proposed 
proprietary name to determine the degree of confusion of the proposed proprietary 
name with marketed U.S. drug names (proprietary and established) due to similarity 
in visual appearance with handwritten prescriptions or verbal pronunciation of the 
drug name.  The studies employ healthcare professionals (pharmacists, physicians, 
and nurses), and attempts to simulate the prescription ordering process.  The primary 
Safety Evaluator uses the results to identify orthographic or phonetic vulnerability of 
the proposed name to be misinterpreted by healthcare practitioners.   

In order to evaluate the potential for misinterpretation of the proposed proprietary 
name in handwriting and verbal communication of the name, inpatient medication 
orders and/or outpatient prescriptions are written, each consisting of a combination of 
marketed and unapproved drug products, including the proposed name.  These orders 
are optically scanned and one prescription is delivered to a random sample of 
participating health professionals via e-mail.  In addition, a verbal prescription is 
recorded on voice mail.  The voice mail messages are then sent to a random sample of 
the participating health professionals for their interpretations and review.  After 
receiving either the written or verbal prescription orders, the participants record their 
interpretations of the orders which are recorded electronically.

d. Comments from Other Review Disciplines: DMEPA requests the Office of New
Drugs (OND) and/or Office of Generic Drugs (OGD), ONDQA or OBP for their 
comments or concerns with the proposed proprietary name, ask for any clinical issues 
that may impact the DMEPA review during the initial phase of the name review.  
Additionally, when applicable, at the same time DMEPA requests concurrence/non-
concurrence with OPDP’s decision on the name.  The primary Safety Evaluator 
addresses any comments or concerns in the safety evaluator’s assessment.

The OND/OGD Regulatory Division is contacted a second time following our 
analysis of the proposed proprietary name.  At this point, DMEPA conveys their 
decision to accept or reject the name.  The OND or OGD Regulatory Division is 
requested to provide any further information that might inform DMEPA’s final 
decision on the proposed name.  

Additionally, other review disciplines opinions such as ONDQA or OBP may be 
considered depending on the proposed proprietary name.

When provided, DMEPA considers external proprietary name studies conducted by or for 
the Applicant/Sponsor and incorporates the findings of these studies into the overall risk 
assessment.  

The DMEPA primary reviewer assigned to evaluate the proposed proprietary name is 
responsible for considering the collective findings, and provides an overall risk 
assessment of the proposed proprietary name.  
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Table 4: Moderately Similar Name Pair Checklist (i.e., combined score is ≥50% to 
≤69%).

Step 1 Review the DOSAGE AND ADMINISTRATION and HOW 
SUPPLIED/STORAGE AND HANDLING sections of the prescribing 
information (or for OTC drugs refer to the Drug Facts label) to determine if 
strengths and doses of the name pair overlap or are very similar.  Different 
strengths and doses for products whose names are moderately similar may 
decrease the risk of confusion between the moderately similar name pairs.  Name 
pairs that have overlapping or similar strengths or doses have a higher potential 
for confusion and should be evaluated further (see Step 2).   Because the strength 
or dose could be used to express an order or prescription for a particular drug 
product, overlap in one or both of these components would be reason for further 
evaluation.  

For single strength products, also consider circumstances where the strength may 
not be expressed.

For any i.e. drug products comprised of more than one active ingredient,
consider whether the strength or dose may be expressed using only one of the 
components. 

To determine whether the strengths or doses are similar to your proposed 
product, consider the following list of factors that may increase confusion:

o Alternative expressions of dose:  5 mL may be listed in the 
prescribing information, but the dose may be expressed in metric 
weight (e.g., 500 mg) or in non-metric units (e.g., 1 tsp, 1 
tablet/capsule).  Similarly, a strength or dose of 1000 mg may be 
expressed, in practice, as 1 g, or vice versa.

o Trailing or deleting zeros: 10 mg is similar in appearance to 100 mg 
which may potentiate confusion between a name pair with moderate 
similarity.

o Similar sounding doses: 15 mg is similar in sound to 50 mg  

Step 2 Answer the questions in the checklist below.  Affirmative answers to some of  
these questions suggest that the pattern of orthographic or phonetic differences in 
the names may  reduce  the likelihood of confusion for moderately similar names 
with overlapping or similar strengths or doses.
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Orthographic Checklist (Y/N to each 
question)

 Do the names begin with
different first letters?

Note that even when names begin 
with different first letters, certain 
letters may be confused with each 

other when scripted. 

 Are the lengths of the names 
dissimilar* when scripted?

*FDA considers the length of names 
different if the names differ by two
or more letters.

 Considering variations in 
scripting of some letters (such 
as z and f), is there a different 
number or placement of 
upstroke/downstroke letters 
present in the names?  

 Is there different number or 
placement of cross-stroke or 
dotted letters present in the 
names?  

 Do the infixes of the name 
appear dissimilar when 
scripted?

 Do the suffixes of the names 
appear dissimilar when 
scripted?

Phonetic Checklist  (Y/N to each 
question)

 Do the names have different 
number of syllables?

 Do the names have different 
syllabic stresses?

 Do the syllables have different 
phonologic processes, such 
vowel reduction, assimilation, 
or deletion?

 Across a range of dialects, are 
the names consistently 
pronounced differently?
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1 INTRODUCTION 
This review evaluates the proposed proprietary name, Glatopa (Glatiramer Acetate) 
Injection, from a safety and promotional perspective.  The sources and methods used to 
evaluate the proposed name are outlined in the reference section and Appendix A 
respectively.   

1.1 REGULATORY HISTORY 
The reference listed drug, Copaxone (NDA 020602) Injection, 20 mg/mL was approved 
on December 20, 1996.   Currently, the only marketed formulation of Copaxone is a        
1 mL pre-filled syringe.  This is the first proposed proprietary name submitted by the 
Applicant for this ANDA.   

1.2 PRODUCT INFORMATION 
The following product information is provided in the November 3, 2011 proprietary 
name submission: 

• Active Ingredient: Glatiramer Acetate 

• Indication of Use: Reduction of the relapse frequency in patients with Relapsing-
Remitting Multiple Sclerosis 

• Route of Administration: Subcutaneous injection 

• Dosage Form:  Injection 

• Strength: 20 mg/mL 

• Dose and Administration Frequency: 20 mg once daily 

• How Supplied: Blister each containing 1 single use pre-filled syringe, 30 blisters 
per carton 

• Storage: Refrigerate at 2°C to 8°C 

2 RESULTS  
The following sections provide the information obtained and considered in the overall 
evaluation of the proposed proprietary name.   
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2.1 PROMOTIONAL ASSESSMENT OF PROPOSED PROPRIETARY NAME 
The Office of Prescription Drug Promotion (OPDP) determined the proposed name is 
acceptable from a promotional perspective. DMEPA and the Office of Generic Drugs 
(OGD) concurred with the findings of OPDP’s promotional assessment of the proposed 
name.  

2.2 SAFETY ASSESSMENT OF PROPOSED PROPRIETARY NAME 
The following aspects of the name were considered in the safety evaluation. 

2.2.1 United States Adopted Names (USAN) SEARCH 
The June 14, 2012 United States Adopted Name (USAN) stem search identified that a 
USAN stem is not present in the proposed proprietary name.   

2.2.2 Components of the Proposed Proprietary Name  
The Applicant did not indicate in their submission that the proposed name, Glatopa, has a 
derivation or an intended meaning. This proprietary name is comprised of a single word 
that does not contain any components (i.e. a modifier, route of administration, dosage 
form, etc.) that are misleading or can contribute to medication error.   

2.2.3 Medication Error Data Selection of Cases 
DMEPA searched the AERS database for medication errors involving the reference listed 
drug, Copaxone, which would be relevant to this review.   

The June 29, 2012 search of the Adverse Event Reporting System (AERS) database used 
the following search terms: Glatiramer, Glatiramer acetate (active ingredient), Copaxone 
(trade), Copax% (verbatim), Medication Errors (HLGT), Product Label Issues (HLT), 
Product Packaging Issues (HLT), and Product Quality Issues NEC (HLT) from the date 
of our last search March 30, 2010 in OSE RCM# 2010-658 and 2010-632.  Our search 
retrieved 42 reports. 

Each report was reviewed for relevancy and duplication. Duplicates were merged into a 
single case. The NCC MERP Taxonomy of Medication Errors was used to code the type 
and contributing factors to the error when provided by the reporter. 

After individual review, 28 cases were not included in the final analysis for the following 
reasons: dose omission due to non-compliance (n=5), adverse reaction unrelated to a 
medication error (n=7), medication error or overdose related to another drug (n=5), 
incorrect site of administration not due to medication error [accidentally 
pricking/injecting the finger (n=2), there was no indication in the cases that patients chose 
an incorrect injection site)], intentional overdose (n=1), loss or lack of effect unrelated to 
a medication error (n=2),  product quality issue (broken syringe) (n=1), potentially 
expired drug administered (n=1), accidental storage outside recommended temperature 
(n=2), and duplicate cases (n=2). 

Following exclusions, the search yielded 14 relevant cases.  These errors are similar to 
those previously reviewed in OSE review # 2010-658 and 2010-632.    
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2.2.3 Medication Error Cases and Analysis  
The summaries of the eight medication error cases relevant to Glatopa’s label and 
labeling are below: 

Wrong technique leading to accidental exposure (n=1)1 

Nurse attempted to remove air bubbles from the syringe prior to use and 
accidentally expelled some of the drug from the syringe into her eye.  The eye 
was flushed with water and was not irritated. No other outcomes were provided.  
The instructions for use state not to expel the air bubble from the syringe before 
injecting the medicine.  No changes to the label are recommended based on this 
case.   

Wrong site and/or route of administration (n=11)2 

Two cases report a wrong site of injection.  

The first case (ISR 7612070) describes a patient who received the injections by a 
family member in the mid back area, which is not an approved injection site.  The 
physician stated that these injections were intradermal instead of the approved 
subcutaneous route of administration.  Patient experienced several welts and 
lesions, some of which have healed. No other outcomes or relevant details were 
provided in the case.   

The second case (ISR 7893317) describes a patient who experienced painful 
injection site reactions, according to the reporter the patient did not space out the 
injection sites.  Therapy was interrupted and patient used ice for the swelling.  No 
other outcomes or relevant details were provided in the case.   

The remaining nine cases describe a wrong route of administration.     

The first case (ISR 8450039) describes the incorrectly administered drug via the 
intradermal route instead of subcutaneously.  The patient experienced injection 
site necrosis.  Patient is recovering with complication (scaring), the drug 
continued and additional training was provided to the patient.  No other outcomes 
were provided. 

Two cases describe the incorrectly administered drug via the intramuscular route 
instead of subcutaneously.  In the first case (ISR 8256615) the report described a 
patient who injected the drug too deeply, which resulted in pain and severe 
swelling of the leg. No other outcomes were provided.  In the second case (ISR 
7233571) the nurse suspected that the patient may have been injecting the drug 
intramuscularly because he experienced pain and tenderness of the bicep after 
injections.  No other outcomes were provided.     

                                                      
1 ISR number: 7345425 
2 ISR numbers: 7612070, 8450039, 7893317, 8256615, 7233571, 8295859, 8352222, 7444384, 8107018, 
7615661, 788033 
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The patient information leaflet clearly specifies the correct injection sites, route of 
administration, and provides direction regarding spacing out the injections.  No 
changes to the label are recommended based on the cases above 

Three of the cases describe patients that accidentally injected a vein during dosing 
with Copaxone (ISRs 8295859, 8352222, and 7444384).   

In all three cases, patients experienced adverse reactions including: injection site 
bleeding, respiratory difficulties, dizziness, facial flushing, loss of consciousness, 
decreased blood pressure and/or increased heart rate.   In two of the cases patients 
were admitted to the emergency room and hospitalized, although both recovered 
in 2 hours and in 24 hours respectively.  Copaxone therapy was discontinued in 
one of the cases, and information regarding discontinuation of the drug was not 
provided in the second case.  In the remaining case the patient’s symptoms began 
to subside after approximately 30 minutes and she did not seek any medical 
attention at the time.  The case stated that it has taken the patient one month to 
recover (symptom unclear) but the patient will restart therapy.   

The remaining three cases describe patients that may have injected a vein during 
dosing with Copaxone (ISRs, 7615661, 8107018 7880033).    

Two of the cases describe patients who experienced adverse reactions including: 
blurred vision, dizziness, loss of motor function, difficulty in breathing, flushing 
and increased heart rate.    In the first case (ISR 7615661) the patient questioned 
whether she was experiencing an allergic reaction or if she injected her vein.  The 
patient received medical attention in the Emergency Department and the therapy 
was discontinued.  No other details were provided.  In the second case (ISR 
8107018) the patient suspected that she injected a vein because of the 
cardiovascular adverse events she experienced, she reported that this was a life-
threatening event, however there were no additional details provided in the 
narrative to suggest she required or obtained medical attention.  No additional 
outcomes were provided.  The remaining case (ISR 788033) describes a physician 
that inquired to the company about expected adverse reactions if a patient injected 
the Copaxone into a vein or an artery.  The case specified that a patient was 
involved; however no other details were provided in the case narrative.   

These cases did not provide sufficient details that would indicate the root cause 
for these accidental injections.  Therefore, no changes to the label are 
recommended based on these cases.     

Wrong Schedule (n=2)3 

The first case (ISR 7812861) describes a patient who was taking Copaxone 20 mg 
every other day; however, it was unclear if those were the prescribed directions.  
The patient was pregnant during therapy and experienced several medical events 
during the pregnancy and delivery (including seizure, tachycardia, difficulty 
breathing, and fever), it is unknown if any of the events were related to the 
medication.  The child was declared healthy at birth and the patient discontinued 

                                                      
3 ISR numbers: 7812861, 8239914   

Reference ID: 3246678







 

7 

 

DMEPA identified deficiencies with the proposed labels and labeling that require 
revision prior to approval.  Our recommendations are provided in section 3.2 below.  

If you have further questions or need clarifications, please contact Laurie Kelley, OSE 
project manager, at 301-796-5068. 

3.1 DMEPA COMMENTS TO THE APPLICANT 
We have completed our review of the proposed proprietary name, Glatopa, and have 
concluded that this name is acceptable. However, if any of the proposed product 
characteristics as stated in your November 3, 2011 submission are altered, the name must 
be resubmitted for review.  Additionally, this proprietary name must be re-evaluated 90 
days prior to the approval of the application.  The conclusions upon re-review are subject 
to change.   

3.2 DMEPA COMMENTS TO OGD FOR THE APPLICANT 
A. All Labels and Labeling 

1. Revise the presentation of the proprietary name from all capital letters to 
title case letters “Glatopa”.  The established name should have a 
prominence commensurate with the prominence of the proprietary name 
including typography, layout, contrast, and other printing features per 21 
CFR 201.10(g)(2).  

B. Blister Label 

1. Ensure that the lot number and expiration date are presented on the label 
per 21 CFR 201.17 and 201.18.   

2. Revise the strength presentation to read 20 mg/mL.  Follow customary 
placement of the proprietary name, established name, and strength on the 
label, to read: 

Glatopa 

(glatiramer acetate injection) 

20 mg/mL 
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6. Drugs@FDA (http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm) 

Drugs@FDA contains most of the drug products approved since 1939.  The majority 
of labels, approval letters, reviews, and other information are available for drug 
products approved from 1998 to the present.  Drugs@FDA contains official 
information about FDA approved brand name, generic drugs, therapeutic biological 
products, prescription and over-the-counter human drugs and discontinued drugs and 
“Chemical Type 6” approvals. 

7. U.S. Patent and Trademark Office (http://www.uspto.gov) 
USPTO provides information regarding patent and trademarks. 

8. Clinical Pharmacology Online (www.clinicalpharmacology-ip.com) 

Clinical Pharmacology contains full monographs for the most common drugs in 
clinical use, plus mini monographs covering investigational, less common, 
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combination, nutraceutical and nutritional products. It also provides a keyword search 
engine.  

9.     Data provided by Thomson & Thomson’s SAEGIS ™ Online Service, available at 
(www.thomson-thomson.com) 
The Pharma In-Use Search database contains over 400,000 unique pharmaceutical 
trademarks and trade names that are used in about 50 countries worldwide. The data 
is provided under license by IMS HEALTH.   

10.   Natural Medicines Comprehensive Databases (www.naturaldatabase.com) 
Natural Medicines contains up-to-date clinical data on the natural medicines, herbal 
medicines, and dietary supplements used in the western world.  

11. Access Medicine (www.accessmedicine.com) 
Access Medicine® from McGraw-Hill contains full-text information from 
approximately 60 titles; it includes tables and references. Among the titles are: 
Harrison’s Principles of Internal Medicine, Basic & Clinical Pharmacology, and 
Goodman and Gilman’s The Pharmacologic Basis of Therapeutics. 

12. USAN Stems (http://www.ama-assn.org/ama/pub/about-ama/our-people/coalitions-
consortiums/united-states-adopted-names-council/naming-guidelines/approved-
stems.shtml) 
USAN Stems List contains all the recognized USAN stems.   

13. Red Book (www.thomsonhc.com/home/dispatch) 
Red Book contains prices and product information for prescription, over-the-counter 
drugs, medical devices, and accessories. 

14. Lexi-Comp (www.lexi.com) 
Lexi-Comp is a web-based searchable version of the Drug Information Handbook.  

15. Medical Abbreviations (www.medilexicon.com) 
Medical Abbreviations dictionary contains commonly used medical abbreviations and 
their definitions. 

16. CVS/Pharmacy (www.CVS.com) 
This database contains commonly used over the counter products not usually 
identified in other databases. 

17. Walgreens (www.walgreens.com) 
This database contains commonly used over the counter products not usually 
identified in other databases. 
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18. Rx List (www.rxlist.com) 
RxList is an online medical resource dedicated to offering detailed and current 
pharmaceutical information on brand and generic drugs. 

19. Dogpile (www.dogpile.com) 
Dogpile is a Metasearch engine that searches multiple search engines including 
Google, Yahoo! and Bing, and returns the most relevant results to the search. 

APPENDICES 

Appendix A 
FDA’s Proprietary Name Risk Assessment considers the promotional and safety aspects 
of a proposed proprietary name.  The promotional review of the proposed name is 
conducted by OPDP.  OPDP evaluates proposed proprietary names to determine if they 
are overly fanciful, so as to misleadingly imply unique effectiveness or composition, as 
well as to assess whether they contribute to overstatement of product efficacy, 
minimization of risk, broadening of product indications, or making of unsubstantiated 
superiority claims.  OPDP provides their opinion to DMEPA for consideration in the 
overall acceptability of the proposed proprietary name.   

The safety assessment is conducted by DMEPA.  DMEPA staff search a standard set of 
databases and information sources to identify names that are similar in pronunciation, 
spelling, and orthographically similar when scripted to the proposed proprietary name.  
Additionally, we consider inclusion of USAN stems or other characteristics that when 
incorporated into a proprietary name may cause or contribute to medication errors (i.e., 
dosing interval, dosage form/route of administration, medical or product name 
abbreviations, names that include or suggest the composition of the drug product, etc.).  
DMEPA defines a medication error as any preventable event that may cause or lead to 
inappropriate medication use or patient harm while the medication is in the control of the 
health care professional, patient, or consumer. 4 

Following the preliminary screening of the proposed proprietary name, DMEPA gathers 
to discuss their professional opinions on the safety of the proposed proprietary name.  
This meeting is commonly referred to the Center for Drug Evaluation and Research 
(CDER) Expert Panel discussion.  DMEPA also considers other aspects of the name that 
may be misleading from a safety perspective.  DMEPA staff conducts a prescription 
simulation studies using FDA health care professionals.  When provided, DMEPA 
considers external proprietary name studies conducted by or for the Applicant/Sponsor 
and incorporates the findings of these studies into the overall risk assessment.   

The DMEPA primary reviewer assigned to evaluate the proposed proprietary name is 
responsible for considering the collective findings, and provides an overall risk 
assessment of the proposed proprietary name.  DMEPA bases the overall risk assessment 
on the findings of a Failure Mode and Effects Analysis (FMEA) of the proprietary name 

                                                      
4 National Coordinating Council for Medication Error Reporting and Prevention.  
http://www nccmerp.org/aboutMedErrors html.  Last accessed 10/11/2007. 
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and misleading nature of the proposed proprietary name with a focus on the avoidance of 
medication errors.   

DMEPA uses the clinical expertise of its staff to anticipate the conditions of the clinical 
setting where the product is likely to be used based on the characteristics of the proposed 
product.  DMEPA considers the product characteristics associated with the proposed 
product throughout the risk assessment because the product characteristics of the 
proposed may provide a context for communication of the drug name and ultimately 
determine the use of the product in the usual clinical practice setting.   

Typical product characteristics considered when identifying drug names that could 
potentially be confused with the proposed proprietary name include, but are not limited 
to; established name of the proposed product, proposed indication of use, dosage form, 
route of administration, strength, unit of measure, dosage units, recommended dose, 
typical quantity or volume, frequency of administration, product packaging, storage 
conditions, patient population, and prescriber population.  DMEPA considers how these 
product characteristics may or may not be present in communicating a product name 
throughout the medication use system.  Because drug name confusion can occur at any 
point in the medication use process, DMEPA considers the potential for confusion 
throughout the entire U.S. medication use process, including drug procurement, 
prescribing and ordering, dispensing, administration, and monitoring the impact of the 
medication.5   

The DMEPA considers the spelling of the name, pronunciation of the name when spoken, and 
appearance of the name when scripted.   DMEPA compares the proposed proprietary name 
with the proprietary and established name of existing and proposed drug products and names 
currently under review at the FDA.  DMEPA compares the pronunciation of the proposed 
proprietary name with the pronunciation of other drug names because verbal communication 
of medication names is common in clinical settings.  DMEPA examines the phonetic 
similarity using patterns of speech. If provided, DMEPA will consider the Sponsor’s intended 
pronunciation of the proprietary name.  However, DMEPA also considers a variety of 
pronunciations that could occur in the English language because the Sponsor has little control 
over how the name will be spoken in clinical practice.  The orthographic appearance of the 
proposed name is evaluated using a number of different handwriting samples.  DMEPA 
applies expertise gained from root-cause analysis of postmarketing medication errors to 
identify sources of ambiguity within the name that could be introduced when scripting 
(e.g.,“T” may look like “F,” lower case ‘a’ looks like a lower case ‘u,’ etc).  Additionally, 
other orthographic attributes that determine the overall appearance of the drug name when 
scripted (see Table 1 below for details).    

 

 

 

 

                                                      
5 Institute of Medicine.  Preventing Medication Errors.  The National Academies Press:  Washington DC.  
2006.  
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Table 1.  Criteria Used to Identify Drug Names that Look- or Sound-Similar to a 
Proposed Proprietary Name. 

Considerations when Searching the Databases 

Type of 
Similarity Potential 

Causes of Drug 
Name 

Similarity 

Attributes Examined to Identify 
Similar Drug Names 

Potential Effects 

Similar spelling 

 

Identical prefix 
Identical infix 
Identical suffix 
Length of the name 
Overlapping product 

characteristics 

• Names may appear similar 
in print or electronic media 
and lead to drug name 
confusion in printed or 
electronic communication 

• Names may look similar 
when scripted and lead to 
drug name confusion in 
written communication 

 

 

 

 

 

Look-
alike 

Orthographic 
similarity 

Similar spelling 
Length of the name/Similar 
shape 
Upstrokes  
Down strokes 
Cross-strokes 
Dotted letters 
Ambiguity introduced by 
scripting letters  
Overlapping product 

characteristics 

• Names may look similar 
when scripted, and lead to 
drug name confusion in 
written communication 

Sound-
alike 

Phonetic 
similarity  

 

Identical prefix 
Identical infix 
Identical suffix 
Number of syllables 
Stresses  
Placement of vowel sounds 
Placement of consonant sounds 
Overlapping product 
characteristics 

• Names may sound similar 
when pronounced and lead 
to drug name confusion in 
verbal communication 

Lastly, DMEPA considers the potential for the proposed proprietary name to 
inadvertently function as a source of error for reasons other than name confusion.  Post-
marketing experience has demonstrated that proprietary names (or components of the 
proprietary name) can be a source of error in a variety of ways.  Consequently, DMEPA 

Reference ID: 3246678



 

13 

 

considers and evaluates these broader safety implications of the name throughout this 
assessment and the medication error staff provides additional comments related to the 
safety of the proposed proprietary name or product based on professional experience with 
medication errors.   

1. Database and Information Sources 
DMEPA searches the internet, several standard published drug product reference texts, 
and FDA databases to identify existing and proposed drug names that may sound-alike or 
look-alike to the proposed proprietary name.  A standard description of the databases 
used in the searches is provided in the reference section of this review.  To complement 
the process, the DMEPA uses a computerized method of identifying phonetic and 
orthographic similarity between medication names.  The program, Phonetic and 
Orthographic Computer Analysis (POCA), uses complex algorithms to select a list of 
names from a database that have some similarity (phonetic, orthographic, or both) to the 
trademark being evaluated.  Lastly, DMEPA reviews the USAN stem list to determine if 
any USAN stems are present within the proprietary name.  The individual findings of 
multiple safety evaluators are pooled and presented to the CDER Expert Panel.   DMEPA 
also evaluates if there are characteristics included in the composition that may render the 
name unacceptable from a safety perspective (abbreviation, dosing interval, etc.). 

2. Expert Panel Discussion 
DMEPA gathers gather CDER professional opinions on the safety of the proposed 
product and discussed the proposed proprietary name (Expert Panel Discussion).  The 
Expert Panel is composed of Division of Medication Errors Prevention (DMEPA) staff 
and representatives from the Office of Prescription Drug Promotion (OPDP).  We also 
consider input from other review disciplines (OND, ONDQA/OBP).  The Expert Panel 
also discusses potential concerns regarding drug marketing and promotion related to the 
proposed names.  

The primary Safety Evaluator presents the pooled results of the database and information 
searches to the Expert Panel for consideration.  Based on the clinical and professional 
experiences of the Expert Panel members, the Panel may recommend additional names, 
additional searches by the primary Safety Evaluator to supplement the pooled results, or 
general advice to consider when reviewing the proposed proprietary name. 

3. FDA Prescription Simulation Studies  
Three separate studies are conducted within the Centers of the FDA for the proposed 
proprietary name to determine the degree of confusion of the proposed proprietary name 
with marketed U.S. drug names (proprietary and established) due to similarity in visual 
appearance with handwritten prescriptions or verbal pronunciation of the drug name.  The 
studies employ healthcare professionals (pharmacists, physicians, and nurses), and 
attempts to simulate the prescription ordering process.  The primary Safety Evaluator 
uses the results to identify orthographic or phonetic vulnerability of the proposed name to 
be misinterpreted by healthcare practitioners.    

In order to evaluate the potential for misinterpretation of the proposed proprietary name 
in handwriting and verbal communication of the name, inpatient medication orders and/or 
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outpatient prescriptions are written, each consisting of a combination of marketed and 
unapproved drug products, including the proposed name.  These orders are optically 
scanned and one prescription is delivered to a random sample of participating health 
professionals via e-mail.  In addition, a verbal prescription is recorded on voice mail.  
The voice mail messages are then sent to a random sample of the participating health 
professionals for their interpretations and review.  After receiving either the written or 
verbal prescription orders, the participants record their interpretations of the orders which 
are recorded electronically. 

4. Comments from Other Review Disciplines  
DMEPA requests the Office of New Drugs (OND) and/or Office of Generic Drugs 
(OGD), ONDQA or OBP for their comments or concerns with the proposed proprietary 
name, ask for  any clinical issues that may impact the DMEPA review during the initial 
phase of the name review.  Additionally, when applicable, at the same time DMEPA 
requests concurrence/non-concurrence with OPDP’s decision on the name.  The primary 
Safety Evaluator addresses any comments or concerns in the safety evaluator’s 
assessment. 

The OND/OGD Regulatory Division is contacted a second time following our analysis of 
the proposed proprietary name.  At this point, DMEPA conveys their decision to accept 
or reject the name.  The OND or OGD Regulatory Division is requested to provide any 
further information that might inform DMEPA’s final decision on the proposed name.   

Additionally, other review disciplines opinions such as ONDQA or OBP may be 
considered depending on the proposed proprietary name. 

5. Safety Evaluator Risk Assessment of the Proposed Proprietary Name 
The primary Safety Evaluator applies his/her individual expertise gained from evaluating 
medication errors reported to FDA, considers all aspects of the name that may be 
misleading or confusing, conducts a Failure Mode and Effects Analysis, and provides an 
overall decision on acceptability dependent on their risk assessment of name confusion.   
Failure Mode and Effects Analysis (FMEA) is a systematic tool for evaluating a process 
and identifying where and how it might fail.6   When applying FMEA to assess the risk of 
a proposed proprietary name, DMEPA seeks to evaluate the potential for a proposed 
proprietary name to be confused with another drug name because of name confusion and, 
thereby, cause errors to occur in the medication use system.  FMEA capitalizes on the 
predictable and preventable nature of medication errors associated with drug name 
confusion.  FMEA allows the Agency to identify the potential for medication errors due 
to orthographically or phonetically similar drug names prior to approval, where actions to 
overcome these issues are easier and more effective than remedies available in the post-
approval phase.  

In order to perform an FMEA of the proposed name, the primary Safety Evaluator must 
analyze the use of the product at all points in the medication use system.  Because the 

                                                      
6 Institute for Healthcare Improvement (IHI).  Failure Mode and Effects Analysis.  Boston. IHI:2004.  
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proposed product is has not been marketed, the primary Safety Evaluator anticipates the 
use of the product in the usual practice settings by considering the clinical and product 
characteristics listed in Section 1.2 of this review.  The Safety Evaluator then analyzes 
the proposed proprietary name in the context of the usual practice setting and works to 
identify potential failure modes and the effects associated with the failure modes.  

In the initial stage of the Risk Assessment, the Safety Evaluator compares the proposed 
proprietary name to all of the names gathered from the above searches, Expert Panel 
Discussion, and prescription studies, external studies, and identifies potential failure 
modes by asking:  

“Is the proposed proprietary name convincingly similar to another drug name, 
which may cause practitioners to become confused at any point in the usual 
practice setting? And are there any components of the name that may function 
as a source of error beyond sound/look-alike?”   

An affirmative answer indicates a failure mode and represents a potential for the 
proposed proprietary name to be confused with another proprietary or established drug 
name because of look- or sound-alike similarity or because of some other component of 
the name.  If the answer to the question is no, the Safety Evaluator is not convinced that 
the names posses similarity that would cause confusion at any point in the medication use 
system, thus the name is eliminated from further review.     

In the second stage of the Risk Assessment, the primary Safety Evaluator evaluates all 
potential failure modes to determine the likely effect of the drug name confusion, by 
asking:  

“Could the confusion of the drug names conceivably result in medication errors 
in the usual practice setting?”   

The answer to this question is a central component of the Safety Evaluator’s overall risk 
assessment of the proprietary name.  If the Safety Evaluator determines through FMEA 
that the name similarity would not ultimately be a source of medication errors in the 
usual practice setting, the primary Safety Evaluator eliminates the name from further 
analysis.  However, if the Safety Evaluator determines through FMEA that the name 
similarity could ultimately cause medication errors in the usual practice setting, the 
Safety Evaluator will then recommend the use of an alternate proprietary name.   

Moreover, DMEPA will object to the use of proposed proprietary name when the primary 
Safety Evaluator identifies one or more of the following conditions in the Overall Risk 
Assessment:   

a. OPDP finds the proposed proprietary name misleading from a promotional 
perspective, and the Review Division concurs with OPDP’s findings.  The Federal 
Food, Drug, and Cosmetic Act provides that labeling or advertising can misbrand a 
product if misleading representations are made or suggested by statement, word, 
design, device, or any combination thereof,  whether through a PROPRIETARY 
name or otherwise [21 U.S.C 321(n); See also 21 U.S.C. 352(a) & (n)].  

b. DMEPA identifies that the proposed proprietary name is misleading because of 
similarity in spelling or pronunciation to another proprietary or established name of a 
different drug or ingredient [CFR 201.10.(C)(5)]. 
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c. FMEA identifies the potential for confusion between the proposed proprietary name 
and other proprietary or established drug name(s), and demonstrates that medication 
errors are likely to result from the drug name confusion under the conditions of usual 
clinical practice.   

d. The proposed proprietary name contains an USAN (United States Adopted Names) 
stem.   

e. DMEPA identifies a potential source of medication error within the proposed 
proprietary name.  For example, the proprietary name may be misleading or, 
inadvertently, introduce ambiguity and confusion that leads to errors.  Such errors 
may not necessarily involve confusion between the proposed drug and another drug 
product but involve a naming characteristic that when incorporated into a proprietary 
name, may be confusing, misleading, cause or contribute to medication errors.    

If DMEPA objects to a proposed proprietary name on the basis that drug name confusion 
could lead to medication errors, the primary Safety Evaluator uses the FMEA process to 
identify strategies to reduce the risk of medication errors.  DMEPA generally 
recommends that the Sponsor select an alternative proprietary name and submit the 
alternate name to the Agency for review.  However, in rare instances FMEA may identify 
plausible strategies that could reduce the risk of medication error of the currently 
proposed name. In that instance, DMEPA may be able to provide the Sponsor with 
recommendations that reduce or eliminate the potential for error and, thereby, would 
render the proposed name acceptable.  

In the event that DMEPA objects to the use of the proposed proprietary name, based upon 
the potential for confusion with another proposed (but not yet approved) proprietary 
name, DMEPA will provide a contingency objection based on the date of approval.  
Whichever product, the Agency approves first has the right to use the proprietary name, 
while DMEPA will recommend that the second product to reach approval seek an 
alternative name. 

The threshold set for objection to the proposed proprietary name may seem low to the 
Applicant/Sponsor.  However, the safety concerns set forth in criteria a through e above 
are supported either by FDA regulation or by external healthcare authorities, including 
the Institute of Medicine (IOM), World Health Organization (WHO), the Joint 
Commission, and the Institute for Safe Medication Practices (ISMP).  These 
organizations have examined medication errors resulting from look- or sound-alike drug 
names, confusing, or misleading names and called for regulatory authorities to address 
the issue prior to approval.  Additionally, DMEPA contends that the threshold set for the 
Proprietary Name Risk Assessment is reasonable because proprietary drug name 
confusion is a predictable and preventable source of medication error that, in many 
instances, the Agency and/or Sponsor can identify and rectify prior to approval to avoid 
patient harm.   

Furthermore, post-marketing experience has demonstrated that medication errors 
resulting from drug name confusion are notoriously difficult to rectify post-approval.  
Educational and other post-approval efforts are low-leverage strategies that have had 
limited effectiveness at alleviating medication errors involving drug name confusion.  
Sponsors have undertaken higher-leverage strategies, such as drug name changes, in the 
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past but at great financial cost to the Sponsor and at the expense of the public welfare, not 
to mention the Agency’s credibility as the authority responsible for approving the error-
prone proprietary name.  Moreover, even after Sponsors’ have changed a product’s 
proprietary name in the post-approval phase, it is difficult to eradicate the original 
proprietary name from practitioners’ vocabulary, and as a result, the Agency has 
continued to receive reports of drug name confusion long after a name change in some 
instances.  Therefore, DMEPA believes that post-approval efforts at reducing name 
confusion errors should be reserved for those cases in which the potential for name 
confusion could not be predicted prior to approval.     

6. Safety Evaluator Risk Assessment of the Proposed Product and associated 
labels and labeling 

DMEPA searches the FDA AERS database for any medication error reports associated 
with the reference listed drug that may be relevant to this product. We also evaluate 
labels and package insert labeling submitted by the Applicant using the principals of 
Human Factors and Failure Mode and Effects Analysis,7 along with post marketing 
medication error data. 

 

 

 

 

 

 

 

                                                      
7 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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_PỲMaPWQPUbVU\acQLKXRLRXSLYSd!�����������
��������	��
��������
�"#������
�
	��
���������
����
�����

��
�� ��������
�&���
,
��
�&��	������
���e�E����
��>"�GG"fG�"��
�����������
�����
'����
J��@"�#���

��
�	����������
�����
��
���������������ULKPULRPQLQPNLOPTUVQPRQPSWXSPRNLXYWZ]̂'!&
�
��
��
����

\acQLKXRLRXSLYSd!�����������
��������	��
��������
������
�����������
�
�����������������	
��
������

,�
�
���
"�����#�����
����	
��
���������
����	
��
������
���������
���	���������
�������	
���
���
"�

�
����
�������
�	��&
�

�
����
	��
����
���������������
�����
�	��������
����
��
�����
gJ�

�
����	
��
������
��������
��������������
���!������	
�!�#�������
����
��
�����
��������	
�!���

�������	
���
���
��,����
����
�������
���
�����
������
��
���
����	�����������������	
���
���
���

��
�
���
��
�����	������
	��
��������
��������	��������
+�
��
����������	
���
���
���"����"�����

������
�
������������
�����
��
�����
���������
	
�

�*
E

���
�H�

�>
E

���
�������H�

��
,�
�����������
�������
����&
�������	
	������	��&��
�������
����
������
�&���
 �
����





��

�����	
��
�����������
�����
���������
��������
�����
����������
��

��������
���
���
����
����
���
��
����
�������
� !�
���������������

���������
�������
��������"��#��������
����������������� !�


�$$�
%���������
���
�������#�&'(�������
)*(������������)+(������
),(

�����
 

-
���
��������
�������
���������#�)#���
��
����������./+(��������������


�������
������������
�
����
�$����
(�
�
����
��
0�
��
)���������������
��������


%
�� 1���
�)
������������
�
���)������)����
��
������
������"��
���������%
��������

����
�
������)���������)���
2����
)��
����������
����%�������
./+(������������
���

��
���#���������
����%
����
���
��)#�����������
��
�$���
���
�������
��
���./+(

��������� 3���������
)./+(������
����
�����
��)����������������������
�
����

��������
���
���
43����
�5)����#��������
������
0���"����������
������
$��"������

�����4������./+(�������
5 6��
����
��������
$��"����
����������)��
#����
2�
��

��
�
����%
����������
����%���
�������������������
��������#������������
���
����%


����������������
������
�������
���������������������������
�����#������
�&./+(

������
7./+(�����
8./+(������������7./+(�������
 
9:)99

!�
�
������"��
����4�����
�
���
��
���
���������������
����./+(����������5)��#
%
�)

��
�������������
�$���
���
����%
����������
����%���
�)$������$���
�
����%
����
���������

����
./+(���������� 
9;
!���������$�
)$
����
�����������
��������)��
�
����%


9:
-
���
����)��
����������
����%���
��������
���������
�����������
�
������
��
���������������
����


�������������
��%���%
�4
 � ������������
����
#�������
����������5����
�������
�)��#������


������������������������� .��
��
�
��)��
�
����%
���"���
�����
����./+(��������������������
�����

��
�������
��
����������������
���
#�����������
������������$�%
����
���������������%
���������
���

��
�����#������������� 

99
-
���
������
�
�
����%
�
����%���
�#
�
�������
�������
�����#����
%�
#��������$����
���<�����=�

+.�+ 

9;
3��
2����
)��
��
0�
���#���#������./+(���������#������#����������
����%��������
�������#���

����������$
����
��
����������
���������
����%
����
���
�./+(������������
�
������
�����
��������

�
����������������
��
� 



��

��������	�
�����	���������
�����	�
��	�
����	�����
�
�������
�������	
�

����	�	�
�����������	�
����������	�
���������	�
��	�
��	���������������
�����
�
��

����	�	�
������
�����������
�����	�
���	�����
�������	�
��
�����������������	
���
��

��	������	�
������������������������������ ! "#�$ %&'#("�
)*

+��� ! "#�$ %,'#("-.�����	���	��
�����	���������
�	�
��	�
��/
���������
�����
�	�
�

	�
��	�	�
���	�����
��0
����	1���
����	������
����
)2
3������
�����	�
��	�
��
���
�

����������
��	�����	��
���
��
���	��
�
���
�
�������	
�����	�	�
�������	�����


�������	�
���������
�	�
��	�
��
�����������������	
����
��4��������
��	������
�

�������
�����	���	��
��	������	���������	��
�����
����	����	�������	���	��
�����	��

�������
�����	�
��	�
��
�����������
5	�
�����
�
����
�����	
������	������
���
�

����������
5	�
����	��
���6����������
���
��
���	��
�
�
���������
�����	�
��	�
��


�������	���
��������	������
4��	4������	�
����	����
�����������
�����	�
���	�����


�������	�
��
�����������������	
��	���	�	���
�����
���
�
������������
5	�
��

��	��
����
��������������	������7������
����
���	�����
�������	�
�����
��
���
��
��

/�	������	������	��0���	���	��
������	������	�
��	�
�
������	��
�����
�
�����
��
�

�
���	
������	�
���	�����
�������	�
�����	������	�
��	�
�
�������������������	���

����
���
��������	�	�
�����	���
���������	���	��
������	���������
�����	�
��	�
��


����
�������
	�������������	
��	��	���������������
5����	
�
)8
/��������������
���
�

��
������	��
�	�����	�	�
��	���
��0�

.��
�����
��
���	������	�	�
��	���
����
�
�����
�
�
	���	�������	
�����	�	�
�������

	�	�
�����
��
����������	��
������	�
��	�
�	���������	�����
�������������	�
��
�

���
�
�
	���	��
�����
�
��/�
��	���	�
�����	���	��
��
���	�
�	���	���	����9�:;80��
��4�


�������	���
����������
�������������	
�	�����	������	��������������1�������
�
��

��
����
������������
�����
��
������	����	��
������	�
��	�
�	���������	����������

��������	�
��
����
�
�
	���	��
�����
�
��/�
��	���	�
�����	���	��
��
���	�
�	���	���	��

��9�9<*0��
��4�
�������	���
����������
�������������	
������������.����������
�
��

���
�
�
	���	�������	
�����	�	�
������
�
�
	�����
�����������
�������������	
��
��4�

�������������	�
�����
����������	�	�
���
������������
��������������������
���

6��������
�
�������
������������
5	�
���	�����	�	�
��
�4�
���	�
���
�������	���
���

�������
�����������	
���
����������	�
�����	�
����������������	�
��	�
��
����

��	��
�����
�
���
��4����
������	���
������	������	��������������	
�����	�	�
������

��������	�
��������	�	�
���
��4����
���	��
�����	�
���	����
�������	�
��
������

�������/����	��
�
��0�
�������	���.����������
�
������	�����	�������	
�����	�	�
���

�������������
������
������������������	
���
������	
����	�
���������	�	�
��	�
��

)*
=��5��>	��6�
����?�����
�	�
�������������
5	�
����	�	����
��
��
�������	�4�1�	�����
��

�������
5	�
�������	�
��	�
���@����������
�����;9�)/:0�)A<2�

)2
B��B���
��33�C��	4����

)8
D��	���4��������
��������	�
��4	���
���	�	����������	1�������
����4���?�	���
�	���	��

�
4�
����
��������
���
����?��	�����	�����E?�F����
�����	��	4��	����	�	��������	�������

���	1����



��

�����	���
���
���
�����������

��
�
�����
�
����
���
���
����	��������

������
���

��
�����������

�

�������
����
�
����
	���
��������
�����
���
��

���
��������


�������������
�����
��
����
�
��
�����
����
�����
�
�����
�������
�������
���
�

���

�

���
����
����
����
�������
����� ��
��

�	��
����������
������
������

�

������
�	����


���
������

��
�
�����
�
����
��������������
�����������

����	

���
���
���
�����������

��
�
�����
�
����
��
!"

������
������
��	����

������
�����������#�����
����
�����
�����
����
�����
������ ��

��������
�
����
����

�

���
����
����
�
����
�������������
���������

�
����
���

�
��
��������
�����
�#�������$����	������
�����
���������������
�����
���
��
����


��������%
����
�����
��
����
�������
��

����
��
���
�������&���
����
��
���
�

����
�
����
�����
�	���������
��

��������
���
����
�������
������'�������

���
�����	��������
����������������
���
����
�
��
�����'��������������������
�

�
��(
��� ��
��
����������
�������

������������������

������
��������$����	
�����
�

������	
��������
�����
���
��	���
�����
��
�����
��%� 
���������������������
������

������������
����
��'���������
��
���
����
�
��
�����'������	��

�
�������
��

�����
���
���������
����
�
��������

������
����������������������
�����
�
����


������	������
������
������������

������
�������������
��(
���
!)

*+,-.+/0123/451,.6+-.378�������������
��	�����
���
��������
����
�����
��
���������


������'�������
����������

����	������������	�������	������������������
�������

�
�
����
�����������
��
��
��������
���
�	���
����
�
�����
����������
�������

���

�

���
�
����
���������
�����������
������ �����
�
����
������	�
����
	�
��
�

���������������
������������
���
�������� �����������
����

���������
����������

�����
���
����������
��������
������	��
���9��
�������
����
�����
�	:����������

����
��������
�
����
�������
�������������������
����
������
������
����������
�����
�


������
���
������������������
;<
=��
�������������
����
�����
����������������������

$����	�
��#����������
��������
�
����
����
������
�
�������%�����
���
�
��

�������

����
������'������
�����
�
����
����������
;�

!"
=��
�������������
����
���
��������������������
�������
�����
�����
�������
�����������	���������

������������	��
����
�������������������
������
��
����
�����
��

!)
 ���������
��������
��������
��
��(
�����
�����
��������
����
���������
��
��

������
��������$���

>����
�???��%�
������
������
���
���
�

�
�������
���
���

������

;<
>���
���!�

;�
=��
������	����
����
����'������
��������
�	���

���������
������������

�������������
��

������������
��������
�����
�������
����
�����
�	���
�����
�����������
�
(�����
�����������
������

����������������������

���������������������
��������������

�������
�����
���������

��

��������
�����
���
��������
�������
����
�����
��



��

�����	
��
�����������
��������
�����
������������
���
��
����


�������
���
�����
����������
����������
���
���
 !��
��
�����
��������"

��
#$�
�����%���&
������
��������������������%
������

���&�'��

(������
�)�
�����"%���
��
*$�
�����%���&
������
���+$�������
",$

������������(�������
���
�"�-������������������
)"!$������
���.$�����
 

/�����������
���&���������
�������
���������
�����%
����������&�������#���'��
"��
�
��


�%����
����
%��������
�������
��������
�����
������������
�� 0����"��
�
�����
��������

�
��������������
��
%#$�
���������

������������
�������(�

0����
1)"%����"����2


��
3����
�4���������#$�
������
�
���
���������
������������
����������
�"��-
��



���&�'����
������ 5�������&��"&
����

�����
�-��
��������
���
%3������
�4(�����

�����
����
%�����

���&�'����
)#$�
����������
�������
���'���
"��
�������3������
�4

#$�
�����-
����3����
�4(����������
����
%������������)#$�
��������2
��������
��������

�
�����
���������
���
�����
���&
�����
�-��

-
���������2
����
�����������������

�
�����
����������
�"%����������������
�������
����-
����
��
�����
�
������
���

�
����&
�&
��% 



��

�����	
���
���������������������	�������
��������
�����������������������	��
��

�������������������

��
��������������
����������	��
�����
���
���������������������

�����������
�����
������������	�����	��
����	���������������������������������

	���
��������
���������������	�������������
���������������
��	���	 ��
�����!�


�"�������!���
��
���
�������������
����������������	�������
���
�������������

��
��	������������ #��
�������	������������#��
���������	���	�
���
��������������

���������
���
��������� ��	���
�������	�������������#�����������	����		�
���

��
����	�������
����������������
��	������������
�����
���������������	
���	�����

����������
��	�#��
������	 #��
������������
$�����
����
������������
����

	�������
����������������
����������	��
����	�������������������������������
�������

������	�������
�������
��������������������
����
���
���������������	��
�����������#

��
�����������
���
�������%���������&
���������������������������������
�������	����

�����	����	�	�
�����
����	�������
��������'�$�����
����
���
���������������	��
�����

��������������������	 #��
�����������
���

������������������������������ ��
�����

��	���������	����	�	�
�����
����	�������
��������

!������
������	�����
	�����
����������������
���
�������	����
����
���
������������

���	�%��	����
�������(������&����������������
����������
���
�
��
��	������"����
�

�������������������������	������������	���	 �����	���
�������	��
���
������"����


	����
���
���������������
��	������������
������������	����
����
������������


������������	���������
�������������������������	����������������������������
�

�������
������������������������(���
��������
����
������
�
������������������	���

�����������������
����������	���
�������	���
����������������(�������������������


��"��
��������
���
�������
�
���������(����
����
�����
����
�������� ���"���
������
�

����
��
���	����������������
�	�������������
���
��	���
���	�����)

*�����������
�����������	��������
��	��
����������
�����������������������

�����
���
��������
��������������
��	��
���
����
�
��
�����������������������������

�
���
���������
��������
������	������	��������������
����	�����������
������
���


�������
�����	���������
�����������������	��������	���������������
������	��

����
��	������������

�������	����
����	�������
�����������	���
�����������������	

��(������������
��	���������������
��������
�����	������
�������
������
�������

������������������	�	�
���������������	������
���������	�
���������
���������	

��������	�
�����
����	�������
��������+�
�������������
�����������	��(�������
�������

�����
���
��������
�	������	���������
������������
�����������������
�
����������������

��
 ������������������
���
���
���������
������
�������
������������������
���
���������������
������

��$������������
��������������������	
���	����,��������������������������	�������
���������������

������������
����������(�����������������	��������
���������������
���
������������
���
�������

��������
������������(�������-,./,-,,�����	�������
���	�����
��������������������

�����������������������������	0����������/%�����������	&
���	��

��������������
�������
-,.��	

/,-,,������������
�����
��

���������������(������	�
��������	�������
�������
�������
������

�"������������������������������	�������
����������������������	���
���������
����������������
�������

�����������������
���������	�������
�
����������������������������������������%����
������������

-,./,-,,���������������	��	����
�������
���������������
�
���������
�����������
�������-,


./,-
��	,,&

����
��������������������������
�����
����������



��

�����	
��
�������������������	����������	�����������������	������������


����������
������	
��������
��
����������������������������������
���������

������������	
���������������������������������������
���������
������
�������������

��
��������������������	��������	�����������������������	������	����������������

�� ������������!"#�������������������������

$$$%&'(')$*&+,-$),.'),*'-,-'$(/'*-$0(*,(*0(-,$(-1'2,.'

,*-$3'$(&)'4$'(-,2*05,60('

7�������8�� ��9��:������;������<������<����#��	����=�������:��������������������	��

��������	����������	
���������:>#:�����������������������������������������

��	�������
?@
�����	���������	
�����������A����B��������������������	�

??

�������:>#:�

����������	���������������=�
�C�������
���������������������������

�������������
��
�������	
�����������������������������	���������=�
�C����

D������������������������
���������
�
������
��
������������
�����������
��C��
��

�������������������	��������	����������������>�����
������������
����
��
����

����������������
���
��C
����������������������������������	���������������������

���������
���
������������������	���������������������������

�������������
��

��
��
�������������
?�
���������������������������������	�������A���������B���C
���

?@
<#:��	�����������9�=<!9�8�@����E��
����������AFGHIJKLMKNOPMQKMNJ�������
���
�������������������

���������
���������	�����������
���������������������������	���������������	������������������
���������

������������������������������������
����������������
����������������������������������������

���
������������
�����	�������������	�������������������������	
�����������
��������������	


������������������������������������������
��������������
���������B<#:��	�����������9�=<!

@�?�@��������
����������AQPROSRTSJGNIM���������������	������������������������������
���������	����

�������
���������������������������	���������������	������������������
�������������������������������

�������������
���������������������
����������������������������������U�V������
�������������

��	��������B7������W��
����!���X:����������>��#��	:

�������������8�����9�:

����������Y8<!ZY89�

ZY���<���Z�98����
��
����	��������������������A��������	�������B��������
��9�=<!9�8�@����E���9�

=<!@�?�@�����

??
<#:��	��������������A������B������A�������������������	�����������B9�=�<�!�[@�?�\9�������;����


�����������������������<#:�� ����������		������������������������������������	]���������	�����������

:>#:
������]���������	�����������A�C������������
�
������������������������������������������������

������������
����������������������������������������������
�������
������̂������������������������


�����������������������������������������	�������������������B�E<���!�	��E�\�8���E\�Y_�\�:
��9Y�

�\\9��;�������<#:A����������������������	�����������������������������������������������	���������

��������������������������
�B;�����E�\�\�<#:�C
����������AU�V�������������������������������������

�����̀ �7�W�������
����̀�7�W���a�������������������<#:��

����������������������������������

���������������	�������]����������B;��;�����������������������̀ 7W����	��
����	��������������������

bD#����������������

��
������������������������
����������������������	����������������������

�����������

?�
������������������������������
���������������C��������
����
���c�����
��=�
�C������	��<����

=������W����������\_98�7�����=������W���������@��@_����Z�99_9@̂�����=������W���������@̂<�����=������
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

ANDA 090218
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Sandoz Inc.
2655 West Midway Boulevard
P.O. Box 446
Broomfield, CO 80038-0446

ATTENTION: Jean Domenico
Associate Director, Regulatory Affairs

Dear Ms. Domenico:

Please refer to your Abbreviated New Drug Application (ANDA) dated and received October 1, 
2014, submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act for 
Glatiramer Acetate Injection, 20 mg/mL.

We also refer to:

 Our February 20, 2015, email requesting that you re-submit your request for proprietary 
name, Glatopa 

 Your correspondence, dated and received February 20, 2015, requesting review of your 
proposed proprietary name, Glatopa

We have completed our review of the proposed proprietary name, Glatopa and have concluded 
that it is acceptable. 

If your application receives a complete response and six months or more has elapsed between the 
date you were notified of our decision on your proposed proprietary name and the date you 
respond to the application deficiencies, please submit a new request for review of your proposed 
proprietary name when you respond to the application deficiencies. See the Guidance for 
Industry, Contents of a Complete Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf

If any of the proposed product characteristics as stated in your February 20, 2015, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

Reference ID: 3708509



ANDA 090218

Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Ermias Zerislassie, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097. For any other information 
regarding this application, contact Aaron Sigler, Regulatory Project Manager in the Office of 
Generic Drugs, at 240-402-8786.

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Deputy Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research

Reference ID: 3708509
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Wright, Kevin

From: Hansen, Lara <lara.hansen@sandoz.com>
Sent: Friday, February 20, 2015 3:08 PM
To: Wright, Kevin; McCullough, Kim
Cc: Domenico, Jean
Subject: RE: Sandoz ANDA 090218 - Submission

Thank you Kevin, 
 
I would like to confirm that the submission was successfully submitted through the gateway.  
 
Thanks again, 
Lara 
 

Lara Hansen 
Sandoz Inc. 
Regulatory Affairs 
Broomfield, CO USA 
1-303-438-4353 
 
lara.hansen@sandoz.com 
www.sandoz.com 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Friday, February 20, 2015 12:22 PM 
To: Hansen, Lara; McCullough, Kim 
Cc: Domenico, Jean 
Subject: RE: Sandoz ANDA 090218 - Submission 
 
Hi Lara, 
 
Thank you for the prompt response.  I am confirming receipt of your email.  I look forward to receiving your eCTD 
submission. 
 

From: Hansen, Lara [mailto:lara.hansen@sandoz.com]  
Sent: Friday, February 20, 2015 1:20 PM 
To: Wright, Kevin; McCullough, Kim 
Cc: Domenico, Jean 
Subject: Sandoz ANDA 090218 - Submission 
 
Hi Kevin, 
 
As requested, we are working on our eCTD submission and will file through the gateway shortly. Attached is an electronic 
copy of the cover letter and 356h for your reference. 
 
Please let us know if there is anything else that you need. 
 
Thank you, 
Lara 
 

Lara Hansen 
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Sandoz Inc. 
Regulatory Affairs 
Broomfield, CO USA 
1-303-438-4353 
 
lara.hansen@sandoz.com 
www.sandoz.com 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

ANDA 090218
TELECONFERENCE 
MEETING MINUTES

Sandoz Inc. 
Attention:  Jean Domenico
555 West Midway Blvd
Broomfield, CO 80020

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received on December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatiramer Acetate Injection, 20 mg/mL, dispensed in 1 mL prefilled syringes.

We also refer to the teleconference between representatives of your firm and the FDA on 
November 14, 2014.  The purpose of the requested teleconference meeting was to discuss 
deficiencies noted in the ECD letter dated November 13, 2014.

A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Simon Eng, at (240) 402-8932.

Sincerely,

{See appended electronic signature page}

Product Quality Regulatory Project Manager
Division of Chemistry
Office of Pharmaceutical Science
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Post ECD Teleconference
Meeting Category: On-going Review
Meeting Date and Time: November 14, 2014 3:00 P.M.

Application Number: 090218
Product Name: Glatiramer Acetate Injection, 20 mg/mL
Sponsor/Applicant Name: Sandoz, Inc. 

Meeting Recorder: Simon Eng, PharmD

FDA ATTENDEES

Sau (Larry) Lee, PhD, Act. Associate Director for Science, OPS
Jing Li, PhD, ANDA Reviewer, OPS
Kshitij (Kris) Patkar, PhD, ANDA Reviewer, OPS
Andre Raw, PhD, Division Director, ANDA Review Division 1, OPS

SPONSOR ATTENDEES

Sandoz Inc. attendees:
Anthony Maffia, Vice President, Regulatory Affairs
Jean Domenico, Associate Director, Regulatory Affairs

Momenta attendees:
Christine	Bell	– Senior	Director	Analytical	Development
John	Bishop	– Senior	Vice	President,	Pharmaceutical	Sciences
Jon	Lansing	– Associate	Director,	Complex	Generics,	Research
Jennifer	Smith	– Vice	President,	Quality
Kristina	Storey	– Associate	Director,	Regulatory	Affairs
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring  MD  20993

ANDA 090218
TELECONFERENCE 
MEETING MINUTES

Sandoz, Inc. 
Attention: Jean Domenico
Associate Director, Regulatory Affairs
2555 West Midway Blvd
Broomfield, CO 80038-0446

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, received on 
December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act for 
Glatiramer Acetate Injection, 20 mg/mL, dispensed in 1 mL prefilled syringes.

We also refer to the teleconference between representatives of your firm and the FDA on August 
27, 2014.  The purpose of the requested teleconference meeting was to discuss deficiencies noted 
in the Complete Response Letter dated August 19, 2014.

A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Simon Eng, Regulatory Project Manager at (240) 402-8932.

Sincerely,

{See appended electronic signature page}

Simon Eng, PharmD
Regulatory Project Manager
Division of Project Management
Office of Generic Drugs
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Post Complete Response Teleconference
Meeting Category: End of Review
Meeting Date and Time: August 27, 2014 at 2:30 p.m. EST

Application Number: 090218

Product Name: Glatiramer Acetate Injection, 20 mg/mL, dispensed in 1 mL prefilled syringes
Sponsor/Applicant Name: Sandoz, Inc. 

Meeting Recorder: Simon Eng

FDA ATTENDEES
Sau (Larry) Lee, PhD, Act. Associate Director for Science, OPS
Jing Li, PhD, ANDA Reviewer, OPS
Kshitij (Kris) Patkar, PhD, ANDA Reviewer, OPS
Andre Raw, PhD, Division Director, ANDA Review Division 1, OPS

SPONSOR ATTENDEES
Sandoz Inc. attendees:
Anthony Maffia, Vice President, Regulatory Affairs
Linda O’Dea, Executive Director, Regulatory Affairs
Jean Domenico, Associate Director, Regulatory Affairs

Momenta attendees: 
Kristina Storey, Associate Director, Regulatory Affairs
Christine Bell, Senior Director, Analytical Development
James Anderson, Vice President, Analytical Development
Jim Roach M.D., FACP, FCCP – Senior Vice President, Development and Chief Medical Officer

Reference ID: 3623500







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SIMON S ENG
09/08/2014

KSHITIJ A PATKAR
09/08/2014

JING LI
09/08/2014

SAU L LEE
09/08/2014

ANDRE S RAW
09/08/2014

Reference ID: 3623500



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

ANDA 090218

MEETING REQUEST GRANTED

Sandoz, Inc. 
Attention: Jean Domenico
Associate Director, Regulatory Affairs
2555 West Midway Blvd
Broomfield, CO 80038-0446

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, received on 
December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act for 
Glatiramer Acetate Injection, 20 mg/mL, dispensed in 1 mL prefilled syringes.

We also refer to your August 22, 2014, correspondence requesting a Post Complete Response 
Teleconference Meeting to discuss deficiencies noted in the Complete Response Letter dated August 19, 
2014.

The teleconference is scheduled as follows:

Date: August 27, 2014
Time: 2:30 PM
Phone Arrangements: Please provide a CALL-IN NUMBER and PASSCODE to the FDA

CDER Participants: Drs. Sau (Larry) Lee, Robert Lionberger, Jing Li, Kshitij (Kris) Patkar, Andre 
Raw and Simon Eng

Discussions will be summarized at the conclusion of the teleconference and reflected in FDA’s meeting 
minutes.  

If you have any questions, call Simon Eng, Regulatory Project Manager at (240) 402-8932.

Sincerely,

{See appended electronic signature page}

Simon Eng, PharmD
Regulatory Project Manager 
Division of Project Management
Office of Generic Drugs
Center for Drug Evaluation and Research

Reference ID: 3617240
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Internal Meeting
Meeting Category: On-going Review
Meeting Date and Time: July 17, 2014

Application Number: 90218
Product Name: Glatiramer Acetate Injection
Sponsor/Applicant Name: Sandoz, Inc. 

Meeting Recorder: Simon Eng, PharmD, Regulatory Project Manager

FDA ATTENDEES

Francis Godwin, Branch Chief, OC/OMPQ 
Ruth Moore, Ph.D., Investigator, OC/OMPQ
Tracie Sharp, Compliance Officer, OC/OMPQ
Sau (Larry) Lee, PhD, Act. Associate Director for Science, OPS
Jing Li, PhD, ANDA Reviewer, OPS
Kshitij (Kris) Patkar, PhD, ANDA Reviewer, OPS

Reference ID: 3597949
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

ANDA 090218
TELECONFERENCE 
MEETING MINUTES

Sandoz Inc.
Attention: Jean Domenico

     Associate Director, Regulatory Affairs
2555 West Midway Blvd.
Broomfield, CO 80038

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received on December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatiramer Acetate Injection, 20 mg/1 mL, dispensed in 1 mL prefilled 
syringes.

We also refer to the teleconference between representatives of your firm and the U.S. Food and 
Drug Administration (FDA) on June 18, 2014.  The purpose of the requested teleconference
meeting was to discuss FDA’s request for additional drug samples to be analyzed in FDA’s St. 
Louis Lab. 

A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Simon Eng, Regulatory Project Manager at (240) 402-8932.

Sincerely,

{See appended electronic signature page}

Simon Eng, PharmD
Regulatory Project Manager
Division of Project Management
Office of Generic Drugs
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes

Reference ID: 3529369



FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Post Complete Response Teleconference
Meeting Category: End of Review
Meeting Date and Time: June 18, 2014

Application Number: 090218
Product Name: Glatiramer Acetate Injection, 20 mg/mL
Sponsor/Applicant Name: Sandoz Inc. 

Meeting Recorder: Simon Eng, PharmD, Regulatory Project Manager

FDA ATTENDEES
Sau (Larry) Lee, PhD, Act. Associate Director for Science, OPS
Jing Li, PhD, Reviewer, OGD CMC
Kshitij (Kris) Patkar, PhD, Reviewer, OGD CMC
Xiaohui Jiang, PhD, Science Reviewer, OGD Science Staff

SPONSOR ATTENDEES
Momenta
Jennifer Smith, PhD, VP, Quality
Jim Roach, MD, SVP, Development and Chief Medical Officer
Ganesh Kaundinya, PhD, Chief Scientific Officer
John Bishop, PhD, SVP, Pharmaceutical Sciences
Sandoz
Jean Domenico, Regulatory Affairs
Nick Tantillo, Regulatory Affairs

Reference ID: 3529369



ANDA 090218

Teleconference Meeting Minutes

1.0 BACKGROUND

Sandoz and Momenta asked for a short telephone meeting with OGD in order to better 
understand the reasons for requesting additional drug samples and the proposed tests which will 
be conducted in the FDA St. Louis Lab. 

The current request for drug samples is as follows:

 3 lots of Glatiramer Acetate Injection (1 syringe each), 
 3 lots of Copaxone (1 syringe each) and 
 1 lot of negative control Lot FA0907-051-001 (~40 mg).

Previously, OGD had requested and received 100 syringes of Glatiramer Acetate Injection, 50 
syringes of Copaxone and 100 mg of negative control (Lot FA0907-051-001) in December 2013.

Sandoz and Momenta called OGD on June 13, 2014, inquiring as to the reason FDA requested 
the applicants to submit additional drug samples. Simon Eng from OGD asked Sandoz and 
Momenta to email their questions and concerns to OGD. OGD’s responses to their questions 
were sent to Sandoz on June 16, 2014, via email. They were as follows:

1. Is our understanding of the sample request correct?

Yes

2. Is it acceptable to provide the negative control Lot FA0907-051-001 as a solid drug 
substance, which is the same state in which we previously provided it to the St. Louis 
lab?

Please provide the negative control formulated in the drug product formulation with 
mannitol. Formulating the negative controls into a drug product will help our analytical 
analysis of these samples. Note the sample needs not be sterile nor be filled in a syringe 
(a vial is acceptable). The dosage of the negative controls should be identical to the drug 
product. This is critical.

3. Please provide additional details regarding the purpose of this sample request including 
which tests the material will be used in. Will the St Louis lab be using the same testing 
protocol for these new samples as it did for the samples provided in December of last 
year?

The FDA will conduct an analytical analysis of these samples using the in-house 
methods. However, this will not interfere with our review timelines of your application.

4. Please provide the anticipated timing in which this testing will be completed.

Reference ID: 3529369





ANDA 090218

Teleconference Meeting Minutes

3.0 ACTION ITEM

Action Item/Description Owner Due Date
Compliance issue with 

 Testing Lab
FDA Will provide comment to 

ORA to resolve the Form 
483 issues by 25-JUN-14

Reference ID: 3529369
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

ANDA 090218

MEETING REQUEST GRANTED

Sandoz Inc.
Attention: Jean Domenico

     Associate Director, Regulatory Affairs
2555 West Midway Blvd.
Broomfield, CO 80038

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received on December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatiramer Acetate Injection, 20 mg/mL, dispensed in 1 mL prefilled syringes.

We also refer to your June 17, 2014 email request, and correspondence submitted on June 18, 
2014 requesting a Teleconference Meeting to discuss the reason for our request for additional 
drug samples.

The teleconference is scheduled as follows:

Date: June 18, 2014
Time: 2:30 P.M. EST

Phone Arrangements:
DIAL IN INFORMATION:
ACCESS (Dial In) NUMBERS:
1-866-755-6294 (Toll-Free North America)
Participant Passcode: 

CDER Participants: FDA ATTENDEES
Sau (Larry) Lee, PhD, Act. Associate Director for Science & Research
Jing Li, PhD, Reviewer
Kshitij (Kris) Patkar, PhD, Reviewer
Xiaohui Jiang, PhD, Science Reviewer

Discussions will be summarized at the conclusion of the teleconference and reflected in FDA’s 
meeting minutes.  

Reference ID: 3528523
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If you have any questions, call Simon Eng, Regulatory Project Manager at (240) 402-8932.

Sincerely,

{See appended electronic signature page}

Simon Eng, PharmD
Regulatory Project Manager 
Division of Project Management
Office of Generic Drugs
Center for Drug Evaluation and Research

Reference ID: 3528523
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Eng, Simon

From: Eng, Simon
Sent: Wednesday, June 18, 2014 10:50 AM
To: 'Tantillo, Nicholas'; Domenico, Jean
Cc: Hansen, Lara
Subject: RE: Sandoz Glatiramir Injection, ANDA 090218

You are welcome Nick and Jean.  
 

From: Tantillo, Nicholas [mailto:nicholas.tantillo@sandoz.com]  
Sent: Wednesday, June 18, 2014 10:49 AM 
To: Domenico, Jean; Eng, Simon 
Cc: Hansen, Lara 
Subject: RE: Sandoz Glatiramir Injection, ANDA 090218 
 
Hi Simon, 
Thanks for pulling the team together for a meeting  on such short notice.  We’ll do our part to keep it short and 
sweet. 
Nick 
 
 
Nicholas Tantillo 
Vice President, Reg. Affairs 
Sandoz Inc., East Hanover Site 
One Health Plaza 
Bldg. 435 
East Hanover, NJ 07936-1080 
USA 
 
Phone    +1  862 7780955 
Fax         +1  973 7813710 
Mobile    +1  
nicholas.tantillo@sandoz.com 
www.novartis.com 
 
 

From: Domenico, Jean  
Sent: Wednesday, June 18, 2014 10:38 AM 
To: Simon.Eng@fda.hhs.gov 
Cc: Tantillo, Nicholas; Hansen, Lara 
Subject: RE: Sandoz Glatiramir Injection, ANDA 090218 
 
Thank you Simon ! 
 

 

From: Eng, Simon [mailto:Simon.Eng@fda.hhs.gov]  
Sent: Wednesday, June 18, 2014 8:28 AM 
To: Domenico, Jean 
Cc: Tantillo, Nicholas; Hansen, Lara 
Subject: RE: Sandoz Glatiramir Injection, ANDA 090218 
 
Thank you Jean and Nick. 
Thanks for sending the samples to St. Louis. 
On our side we have Jing Li, Larry Lee, Xiaohui Jiang, Kris Patkar and myself. 

Reference ID: 3528524
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We will call you at 230pm with the # you have provided. 
Thanks, 
Simon 

From: Domenico, Jean [mailto:jean.domenico@sandoz.com]  
Sent: Wednesday, June 18, 2014 10:02 AM 
To: Eng, Simon 
Cc: Tantillo, Nicholas; Hansen, Lara 
Subject: RE: Sandoz Glatiramir Injection, ANDA 090218 
 
Good Morning Simon, 
 
I believe that Nick confirmed we can meet today at 2:30 p.m. Eastern Time.  Please use the dial in information 
we have provided below.  Also, if you can provide me with the FDA names that will be on the call, that would 
be great.  In addition, I am back in the office for a while, so if you have further questions regarding this 
meeting, please let me know.  I am pleased that Nick has been able to help out in setting up this meeting in my 
absence.  But, I am back in the office and am here if anything should come up in the meantime. 
 
Also, I wanted to let you know that we sent the samples to the St. Louis lab yesterday via overnight mail, for 
receipt today.  Attached is a copy of the letter that was enclosed.  We are also filing an amendment today (Seq 
0066) to our application letting you know that the samples were sent.  A copy of cover letter for Sequence 0066 
is also provided for your reference. 
 
We look forward to our discussion today.  Thank you again for coordinating this meeting with your team. 
 
Sincerely, 
 
Jean 
 
Jean Domenico 
Associate Director, Regulatory Affairs 

Sandoz Inc. 
2555 West Midway Boulevard 
Broomfield, CO 80020 
USA 
 
Direct Phone +1  303 4384242 
Cell Phone  +1  
Fax  +1  303 4384600 
jean.domenico@sandoz.com 
www.novartis.com 

 

From: Eng, Simon [mailto:Simon.Eng@fda.hhs.gov]  
Sent: Wednesday, June 18, 2014 5:23 AM 
To: Tantillo, Nicholas; Domenico, Jean 
Subject: RE: Sandoz Glatiramir Injection, ANDA 090218 
 
Hi Nick and Jean, 
I think we can hold the TCON at 230pm EST, can you see if your team can make it? Only two in my team have accepted 
my invitation. I am still waiting for 3. 
Let me know.  
 

From: Tantillo, Nicholas [mailto:nicholas.tantillo@sandoz.com]  
Sent: Tuesday, June 17, 2014 2:14 PM 
To: Eng, Simon 
Subject: Sandoz Glatiramir Injection, ANDA 090218 
 
Hi Simon, 
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Further to our conversation earlier today, I want you to know that we are actively preparing the samples 
submission and will send it to the following address later today or tomorrow:    
 
Attention Sample Custodian: Brian Noakes 
For Drs. David Keire and Michael Boyne 
Food and Drug Administration 
Division of Pharmaceutical Analysis 
645 South Newstead 
St. Louis, Missouri 63110 USA 
 
Simon, Sandoz and Momenta are also asking for a short telephone meeting as soon as possible with the 
relevant FDA scientists in order to better understand the proposed testing the St Louis Lab will be undertaking 
and to offer any advice or assistance we can based on Momenta’s extensive experience testing the product. 
 
Here is a list of attendees for the call: 
 
Momenta 
Jennifer Smith, PhD, VP, Quality 
Jim Roach, MD, SVP, Development and Chief Medical Officer 
Ganesh Kaundinya, PhD, Chief Scientific Officer 
John Bishop, PhD, SVP, Pharmaceutical Sciences 
Sandoz 
Jean Domenico, Regulatory Affairs 
Nick Tantillo, Regulatory Affairs 
 
We will make ourselves available for this call at your earliest convenience. 
 
DIAL IN INFORMATION: 
ACCESS (Dial In) NUMBERS: 
1-866-755-6294 (Toll-Free North America) 
1-973-947-7807 (International)  
Participant Passcode:  
 
In closing, I want to thank you for the ongoing care and attention you give to this important application. I look 
forward to hearing from you shortly. 
Regards, 
Nick 
 
Nicholas Tantillo 
Vice President, Reg. Affairs 
Sandoz Inc., East Hanover Site 
One Health Plaza 
Bldg. 435 
East Hanover, NJ 07936-1080 
USA 
 
Phone    +1  862 7780955 
Fax         +1  973 7813710 
Mobile    +1  
nicholas.tantillo@sandoz.com 
www.novartis.com 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

                          
             Food and Drug Administration
             Silver Spring, MD  20993

ANDA 090218

Sandoz Inc.
Attention: Jean Domenico

     Associate Director, Regulatory Affairs
2555 West Midway Blvd.
Broomfield, CO 80038

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received on December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatiramer Acetate Injection, 20 mg/1 mL, dispensed in 1 mL prefilled 
syringes.
      

Reference also is made to the General Advice letter we sent you on March 24, 2014, in which 
we informed you that presentation materials from a listening session between FDA and TEVA 
Pharmaceutical Industries, Ltd. (TEVA), which took place on February 25, 2014, had been 
submitted to Docket FDA-2013-P-1641 and were available at 

http://www.regulations.gov/#!documentDetail;D=FDA-2013-P-1641-0004.

In the General Advice letter, we expressly noted that we were not taking any position on the 
substantive issues raised in TEVA’s presentation. However, if you have conducted any targeted 
gene expression studies similar to those described in the presentation, and also published 
(Bakshi, S, et al. Expert Opin Ther Targets, 17(4):351�362 (2013)), we request that you submit 
such data/studies to your ANDA.  Data from other technologies, such RNA-seq, also would be of 
interest.
       

Sincerely yours,

{See appended electronic signature page}

Kathleen Uhl, M.D.
Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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Eng, Simon

To: Eng, Simon
Subject: FW: Momenta Business 90218

 

From: Uhl, Kathleen (CDER)  
Sent: Tuesday, May 06, 2014 7:57 AM 
To: 'Craig Wheeler' 
Cc: Eng, Simon 
Subject: RE: Momenta Business 
 
Craig, 
You could submit any comments, data, analysis, etc. that Momenta has directly to your ANDA. 
Cook 
 
Kathleen Uhl, MD 
Acting Director 
Office of Generic Drugs 
Center for Drug Evaluation & Research, FDA 
10903 New Hampshire Ave. 
WO Bldg 75, Rm 1692 
Silver Spring, MD  20993 
240-402-7920 

 
 

From: Craig Wheeler [mailto:cwheeler@momentapharma.com]  
Sent: Monday, May 05, 2014 4:05 PM 
To: Uhl, Kathleen (CDER) 
Subject: Momenta Business 
 
Cook, 
 
As you probably know, the FDA responded to Teva’s latest CP last Friday.  The FDA’s legal team has informed our 
counsel that we should not respond to a closed CP docket, and that we should seek advice from the division on the best 
next steps.  Can you spare a few minutes to talk in the next day or so. 
 
Thanks, 
Craig 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

                          
             Food and Drug Administration
             Silver Spring, MD  20993

ANDA 090218

Sandoz Inc.
Attention: Jean Domenico

     Associate Director, Regulatory Affairs
2555 West Midway Blvd.
Broomfield, CO 80038

Dear Madam:

Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received on December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatiramer Acetate Injection, 20 mg/1 mL, dispensed in 1 mL prefilled 
syringes.
      

In the interests of transparency, we write to notify you, as a sponsor of an ANDA for Copaxone 
(Glatiramer Acetate Injection) 20 mg/mL, that presentation materials from a listing session 
between FDA and Teva Pharmaceutical Industries, Ltd., which took place on February 25, 2014, 
have been submitted to Docket FDA-2013-P-1641, available at 

http://www.regulations.gov/#!documentDetail;D=FDA-2013-P-1641-0004.

In providing you this notice, we are not taking any position on the substantive issues raised in 
the slides. If you have any comments on these materials, please submit them to the docket, 
and/or to your ANDA.
       

Sincerely yours,

{See appended electronic signature page}

Kathleen Uhl, M.D.
Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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EASILY CORRECTABLE DEFICIENCY FAX

ANDA  090218

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North VII
7620 Standish Place
Rockville, Maryland 20855

APPLICANT:  Sandoz Inc.
                         
ATTN:  Jean Domenico

FROM:  Simon Eng

TEL: 303-438-4242

FAX: 303-438-4600

FDA CONTACT PHONE: (240) 276-8529

Dear Madam:

This communication is in reference to your abbreviated new drug application (ANDA) dated December 
26, 2007, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for 
Glatiramer Acetate Injection, 20 mg/mL. 

The deficiencies presented below represent EASILY CORRECTABLE DEFICIENCIES identified during 
the review and the current review cycle will remain open. You should provide a complete response to 
these deficiencies within ten (10) U.S. business days.  

Prominently identify the submission with the following wording in bold capital letters at the top of the 
first page of the submission: 

EASILY CORRECTABLE DEFICIENCY
LABELING

If you do not submit a complete response within ten (10) U.S. business days, the review will be closed and 
the listed deficiencies will be incorporated in the next COMPLETE RESPONSE. Please provide your 
response after that complete response communication is received along with your response to any other 
issued comments.

If you are unable to submit a complete response within ten (10) U.S. business days, please contact the 
Regulatory Project Manager immediately so a complete response may be issued if appropriate. 

Please submit official archival copies of your response to the ANDA, facsimile or e-mail responses will not 
be accepted. A partial response to this communication will not be processed as an amendment and will not start a 
review.

If you have questions regarding these deficiencies please contact the Regulatory Project Manager, Simon Eng at 
(240) 276-8529.  

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.  
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address.
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We have completed our review, and have the following comments:

LABELING:

Labeling Deficiencies determined on March 12, 2014, based on your submission dated February 12, 
2014:

1. CONTAINER

Please submit syringe samples and ensure that the labels could be easily read.

2. BLISTER

Add directly above the “Keep refrigerated …” statement,

“FOR SUBCUTANEOUS INJECTION ONLY

ONCE DAILY”

If space is at a premium, you may delete the needle information, “Supplied as 1 mL single dose…”

Refer to the Reference Listed Drug’s labeling for guidance.

3. CARTON

Add “ONCE DAILY” to appear directly above “Glatopa”. “ONCE DAILY” should be the same 
type size as the established name “glatiramer acetate injection”. Refer to the Reference Listed 
Drug’s labeling for guidance.

4. PRESCRIBING INFORMATION/PHYSICIAN INSERT

a. HIGHLIGHTS, DOSAGE AND ADMINISTRATION, first bullet, revise to state “For 
subcutaneous injection only, Glatopa 20 mg per mL dose is not interchangeable with 
glatiramer acetate 40 mg per mL dose.

b. 2.1 Recommended Dose, add “Glatopa 20 mg per mL and glatiramer acetate injection 40 
mg per mL are not interchangeable”.

c. 17 PATIENT COUNSELING INFORMATION, Instructions for Use, add the following as 
the second sentence in this subsection: “Glatopa 20 mg per mL and glatiramer acetate 
injection 40 mg per mL are not interchangeable.”

5. PATIENT INFORMATION and INSTRUCTION FOR USE

What is your plan to ensure that each patient receives these labeling pieces upon dispensing?
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Submit your revised labeling electronically in final print format.

To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with your last submitted labeling with all differences annotated and explained.

Prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, 
the Electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions 
to your labels and labeling.  

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of 
new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17.

Sincerely yours,

{See appended electronic signature page}

Wm Peter Rickman
Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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FDA FAX

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room,  Metro Park North VII
7620 Standish Place
Rockville, Maryland 20855

TO: SANDOZ INC     

ATTN:  Jean Domenico

  

TEL: 303-438-4242

FAX: 303-438-4600

This facsimile is in reference to your abbreviated new drug application(s), submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act. 

This facsimile is to be regarded as an official FDA communication and unless requested, a hard copy will 
not be mailed.

Pages (including cover):   4

SPECIAL INSTRUCTIONS:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.  
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby 
notified that any disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you 
have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address.
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DATE: 2/10/2014

TO: SANDOZ INC     

ATTN: Jean Domenico  

E-Mail: jean.domenico@sandoz.com

FAX: 303-438-4600

RE:  Update summary of filed and pending original ANDA(s)

Dear Sir or Madam:

The Office of Generic Drugs (OGD) in the Center for Drug Evaluation and Research, 
Food and Drug Administration (FDA), is providing you with this one-time 
communication on the status of your filed and pending original abbreviated new drug 
application(s) (ANDA) submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act.  OGD is providing these updates as an interim measure to help applicants 
assess the status of their current submissions as we transition towards predictable goal 
times pursuant to the Generic Drug User Fee Amendments of 2012 (GDUFA).

Your status update is limited to available review information as of January 29, 2014.  
Any additional information regarding your ANDA collected after this date is neither 
considered nor provided.   Furthermore, your ANDA status is subsequently subject to 
revision pending additional information or concerns raised by any of the discipline 
reviews (bioequivalence, clinical, chemistry, microbiology, labeling, facility), other 
unforeseen legal, scientific or regulatory issues, or inspectional results, which can also 
impact the status or ability to issue a complete response.  Any applicable fees can also 
affect the status of your ANDA.

OGD is providing your ANDA status update in the attached chart with a list of applicable 
acronyms. The chart only contains current information regarding discipline review and 
does not forecast if and when OGD will issue a complete response, tentative approval, or 
final approval letter.

Please do not respond to this communication by asking FDA or your Regulatory Project 
Manager for additional or more detailed information. This is a one-time communication 
intended to assist you to ascertain the current status of submissions. It is not feasible for 
us to respond to a high volume of follow up inquiries.

Sincerely yours,

CAPT Aaron W. Sigler, USPHS
Chief, Review Support Branch
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ANDA DRUG NAME CHEM BIO MICRO LABEL CLINICAL FACILITY

UR AQ NA IQ NA AC

NR NR NA IQ NA AC

NR NR NA UR NA AC

78467 ESCITALOPRAM OXALATE AQ AQ NA AQ NA PN

AQ AQ NA AQ NA PN

90218 GLATIRAMER  ACETATE UR AQ IQ UR NA PN

90296 PANTOPRAZOLE SODIUM AQ AQ AQ AQ NA PN

UR IQ IQ IQ UR PN

91232
NORGESTIMATE/ETHINYL 

ESTRADIOL
AQ AQ NA AQ NA PN

91635 TROSPIUM CHLORIDE AQ UR NA AQ NA PN

CHART ACRONYMS

Column Headings

ANDA - The application number for your Abbreviated New Drug Application
DRUG NAME - The official filed name of the drug associated with the ANDA number
CHEM - Product Quality Chemistry Review
BIO - Bioequivalence Review, typically including OSI, if applicable
MICRO - Microbiology Review 
LABEL - Labeling Review
CLINICAL - Clinical Review 
FACILITY - Overall Facility inspections summary.  All facilities must be acceptable at the time of 

29 JAN 14 in order to warrant an adequate notation.  If one of more facility is not 
acceptable then the FACILITY column will be marked as such. OSI information is not 
considered.
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Discipline Notations

IQ - Inadequate.  This particular discipline is currently found to be inadequate.

AQ - Adequate.  This particular discipline was found to be adequate when the information 
was gathered for this communication.

UR - Under Review.  This particular discipline is currently assigned OR under review with 
the discipline team.

NR -Not Reviewed.  This particular discipline is either currently not under review or 
assigned.

NA - Not applicable.  This particular discipline is not required for the approval of this 
ANDA.

Facility Notations

PN - Pending, i.e., one or more facilities have been inspected and are pending an outcome.

AC - All facilities are acceptable at the time of this publication.

*Please note that you may receive your updates in multiple communications over time, 
based on the number of ANDAs pending in OGD.
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3

3

determining what additional studies will be needed for evaluation of the proposed generic 
glatiramer acetate.

Action items:
1. OGD peptide team will draft a formal consult request to OBP to evaluate the 

biocharacterization data contained in the ANDA applications. 
2. OGD will hold another meeting with OBP after they have completed the consult and 

discuss about the next step.
3. The 6th CP from Teva will be made available to OBP. Representatives from OBP and 

OGD will attend Teva face-to-face meeting and the ORP meetings regarding TEVA CP.
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From: Eng, Simon [mailto:Simon.Eng@fda.hhs.gov] 

Sent: Monday, December 09, 2013 9:18 AM

To: Hansen, Lara

Cc: Eng, Simon

Subject: RE: 90218 Glatiramer Inj Sandoz

Importance: High

Hi Lara,

We contacted our analytical chemist. He needs 20 syringes of 20 mg/mL strength, 1 mL volume for the 

drug product (generic and negative control) and 100 mg of drug substance and drug substance negative 

control for the analysis.

(Consider negative controls as almost like a different product. You need to manufacture the negative 

controls as drug products. We need 20 of these syringes. You also need to manufacture negative 

control drug substance, we will need 100 mg of that.)

Thanks,

Simon

From: Hansen, Lara [mailto:lara.hansen@sandoz.com] 

Sent: Friday, December 06, 2013 3:24 PM

To: Eng, Simon

Subject: RE: 90218 Glatiramer Inj Sandoz

Hi Simon, 

Thank you for your feedback, will you be able to clarify the needs for the drug substance and 

negative controls requested. Specifically, how much volume is the reviewer needing?

Thanks again,

Lara
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From: Eng, Simon [mailto:Simon.Eng@fda.hhs.gov] 

Sent: Friday, December 06, 2013 7:13 AM

To: Hansen, Lara

Subject: FW: 90218 Glatiramer Inj Sandoz

Hi Lara,

Please send 100 syringes of your generic and 50 syringes of RLD to OGD, attention Kathleen Uhl, MD.

Thanks,

Simon

Dear Simon, 

I left you a voicemail yesterday regarding your response below, but am following up with an 

email outlining our inquires, which are not pre-submission review questions, but more OGD 

process related items. Please feel free to call me to discuss.   

1. In the CRL, it is noted on page 1 that FDA "has completed our review of this ANDA."
However, on page 2, it is noted that "upon addressing these deficiencies, we will 
undertake the review of remaining sections of the drug substance module, including 
biocharacterization and the drug product in your ANDA.” If the ANDA was not 
completely reviewed, please clarify the review process moving forward, as this approach 
is inconsistent with our understanding of the GDUFA review process. Should we 
anticipate an iterative review and what should our expectations be regarding turnaround 
of our responses and receipt of additional questions?

2. Sandoz/Momenta believes that the scope of the questions asked are aligned with a 
"Minor" designation as we do not need to manufacture new batches, conduct a BE study 
or revalidate our process. As the deficiencies are easily addressed and will be filed 
within the next 1-2 weeks, we believe CRL should be treated as "Minor." Does the 
Agency concur?
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3. Sandoz/Momenta intends to file our response to the CRL no later than mid-December.
How will these responses be prioritized within OGD? Will the review team be able to 
review our response upon submission and continue to review the remaining ANDA 
sections immediately, or will our response be placed in a review queue to be picked up 
at a later date?

4. Please clarify how much of each sample is required and the address for the agency 
laboratory where samples should be sent. Please specify Agency requirements for the 
negative control samples.

Thanks again for your assistance and I look forward to hearing from you regarding our inquires. 

Kind Regards,

Lara

Lara Hansen

Sandoz Inc.

Regulatory Affairs

Broomfield, CO USA

1-303-438-4353

lara.hansen@sandoz.com

www.sandoz.com

From: Eng, Simon [mailto:Simon.Eng@fda.hhs.gov] 

Sent: Wednesday, December 04, 2013 1:23 PM

To: Hansen, Lara; Domenico, Jean

Subject: 90218 Glatiramer Inj

Hi Jean and Lara,
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I spoke with the reviewer and the team leader about the CR letter. They felt strongly that the 

deficiencies outlined on the letter are very clear and you should be able to respond with the 

amendment. We cannot conduct a presubmission review in any way or form. Please submit your 

response as soon as possible and we go from there. 

Thanks,

Simon

Simon Eng, Pharm.D.

CAPT, USPHS

PEPTIDE and Injectable Team PM

OGD/CDER/FDA

7500 Standish PL, Rockville, MD 20855 MPN-2, RM E-222 P: 240-276-8529/F: 240-276-8504
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MEMO TO FILE 

 
To: ANDA 090218 
 
Subject:  Glatiramer Acetate Injection, 20 mg/mL 
 
Dr. Uhl spoke with Craig Wheeler on June 13, 2013 and gave him an update 
that ANDA 090218 is currently under review, by several disciplines, and that it 
would be several months until they hear back from us. 

 

 FROM THE DESK OF... 
 

SAUNDRA T.  MIDDLETON 
CDER\FDA\OGD\IO 
7519 STANDISH PLACE  
ROCKVILLE MD 20855 
 
240-276-9317 
Fax: 240-276-9327 
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July 3, 2013 
 
The April 24, 2013, Meeting Request was not correctly sent by Sandoz Inc.  
The Meeting Request instead came from the President of Sandoz directly to 
Janet Woodcock’s office, but not to the OGD document room.  As a result, it 
was not entered into DARRTS when it should have been.  Likewise, this 
Meeting Denied letter was mailed by the Division; it was not entered into 
DARRTS at that time and it was not mailed by the OGD Document Room. 
 
That Meeting Request and this Meeting Denied letter have since been 
entered into DARRTS, but have been backdated to reflect the dates that they 
actually occurred. 
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REQUEST FOR CONSULTATIONDEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

TO: (Division/Office) FROM:

DATE: IND NO. ANDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT

NAME OF DRUG PRIORITY CONSIDERATION DESIRED COMPLETION DATE

NAME OF FIRM

REASON FOR REQUEST

I. GENERAL

RESPONSE TO DEFICIENCY LETTERNEW PROTOCOL PRE NDA MEETING
PROGRESS REPORT END OF PHASE 11 MEETING FINAL PRINTED LABELING
NEW CORRESPONDENCE RESUBMISSION LABELING REVISION
DRUG ADVERTISING SAFETY/EFFICACY ORIGINAL NEW CORRESPONDENCE

PAPER NDAADVERSE REACTION REPORT FORMULATIVE REVIEW
MANUFACTURING CHANGE/ADDITION CONTROL SUPPLEMENT
MEETING PLANNED BY

II. BIOMETRICS

STATISTICAL APPLICATION BRANCHSTATISTICAL EVALUATION BRANCH

TYPE A OR B NDA REVIEW CHEMISTRY
END OF PHASE II MEETING PHARMACOLOGY
CONTROLLED STUDIES BIOPHARMACEUTICS

OTHERPROTOCOL REVIEW
OTHER

III. BIOPHARMACEUTICS

DEFICIENCY LETTER RESPONSEDISSOLUTION
PROTOCOL-- BIOPHARMACEUTICS BIOAVAILABILITY STUDIES
IN-VIVO WAIVER REQUEST PHASE IV STUDIES

IV. DRUG EXPERIENCE

PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
DRUG USE, e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES SUMMARY OF ADVERSE EXPERIENCE

POISON RISK ANALYSISCASE REPORTS OF SPECIFIC REACTIONS (List below)
COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

 CLINICAL PRECLINICAL

COMMENTS

.

SIGNATURE OF REQUESTER METHOD OF DE LIVERY (Check one)
MAIL HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER

FORM FDA 3291 (7/83)

CC: ANDA

OTHER (Specify Below)

CLASSIFICATION OF DRUG

Science Team in the Office of Generic Drugs Jing Li

11-9-12 90218 Amendments 7/20, 8/9/11; 3/23/12

Glatiramer Acetate Injection High Peptide 2/9/13

Sandoz Inc.

Input to the questions raised by Sandoz/Momenta

Science team, please provide input to the questions raised by Sandoz/Momenta (SM) in ANDA 90218. Thank you.

Jing Li for Simon Eng
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

ANDA 090218 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Sandoz, Inc. 
2555 West Midway Blvd. 
Broomfield, CO  80020 
 
ATTENTION:  Marcy Macdonald 
    Director Regulatory Affairs 
 
Dear Ms. Macdonald: 
 
Please refer to your Abbreviated New Drug Application (ANDA) dated December 26, 2007, 
received December 27, 2007, submitted under section 505(j) of the Federal Food, Drug, and 
Cosmetic Act for Glatiramer Acetate Injection, 20 mg/mL. 
 
We also refer to your November 3, 2011, correspondence, received November 8, 2011, 
requesting review of your proposed proprietary name, Glatopa.  We have completed our review 
of the proposed proprietary name, Glatopa and have concluded that it is acceptable.  
 
The proposed proprietary name, Glatopa will be re-reviewed 90 days prior to the approval of the 
ANDA.  If we find the name unacceptable following the re-review, we will notify you.   
 
If any of the proposed product characteristics as stated in your November 8, 2011 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Laurie Kelley, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-5068.  For any other information 
regarding this application contact the Office of Generic Drugs (OGD) Regulatory Project 
Manager, Eunjung Chuh, at (240) 276-8530.   
 

Sincerely, 
 
{See appended electronic signature page}   
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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 RECORD OF TELEPHONE CONVERSATION 
  

DATE  
11/9/2012 

ANDA NUMBER 
 
090218 

IND NUMBER 
 

 TELECON 

INITIATED BY    
MADE   
  APPLICANT/   X BY   
SPONSOR       TELE. 
 
X FDA           IN                
 PERSON 

PRODUCT NAME 
Glatiramer 
FIRM NAME 
Momenta/Sandoz 
NAME AND TITLE OF 
PERSON WITH WHOM 
CONVERSATION WAS 
HELD 
John Bishop 
Jim Anderson 
 

TELEPHONE NUMBER 
 

Teleconference between John Bishop and Jim Anderson 
of Momenta Pharmaceuticals and Andre Raw and 
Cecelia Parise of the Office of Generic Drugs 
 
Jim Anderson of Momenta Pharmaceuticals contacted 
Andre Raw about the pending citizen petition submitted 
by Teva 
FDA-2012-P-0555 GLATIRAMER ACETATE INJEC  
12/1/2012. 
Andre Raw indicated that we could not discuss issues 
raised in the CP but the firm could submit information to 
its application in a gratuitous amendment if they 
believed that information was necessary for the review 
of the application.  Cecelia Parise also indicated that they 
could submit comments to the CP docket, also any 
meeting about the CP would be public and minutes 
would be put in the docket.   
The firm was concerned about the several petitions that 
have been submitted and whether the petition would hold 
up its approval.  Cecelia Parise told Momenta that a 
response to the current petition was due December 1, 
2012.   
Momenta was also concerned that the questions they 
were getting in prior deficiency letters were related to 
scientific issues raised in previous petitions.  
 

SIGNATURE           
Cecelia M. Parise 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

 

ANDA See Attached 
 
    
Date: 8/20/2012 
 
Attention:   
Department of Regulatory Affairs 
SANDOZ   
506 CARNAGIE CENTER STE 400 
PRINCETON, NJ 08540 
 
RE: Request to Withdraw Applications from the Generic Drug Backlog to Avoid Incurring 
Backlog Fee  
 
Dear Sir or Madam: 
 
This letter is in reference to your Abbreviated New Drug Applications (ANDAs), included in the 
attached list, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act. 
 
The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III), 
enacted on July 9, 2012, establish a one-time backlog fee for any ANDA that is pending at the 
US Food and Drug Administration (FDA) on October 1, 2012 and has not received a tentative 
approval.  
 
FDA is issuing this letter to encourage applicants who have pending ANDAs for which the 
applicants no longer wish to seek approval to notify FDA of the request to withdraw those 
ANDAs (see Federal Register Notice Docket Number FDA-2012-N-0879).   Requests for 
withdrawal should be submitted in writing individually for each ANDA as a “Request for 
Withdrawal” to the affected ANDA. A decision to withdraw the ANDA is without prejudice to 
refiling.  
 
Any ANDA that is not withdrawn by September 28, 2012 will incur the obligation to pay the 
backlog fee. Payment of backlog fees will be due no later than 30 calendar days after publication 
in the Federal Register of a notice (to be issued by October 31, 2012) announcing the amount of 
the backlog fee.  Applicants with original ANDAs that fail to pay the backlog fee by the due date 
will be placed on a publicly available arrears list, and FDA will not receive new ANDAs or 
supplements submitted by those applicants, or any affiliates of those applicants, until the 
outstanding fee is paid. 
 
To avoid incurring the backlog fee for an application, you, the applicant, must submit a request 
to withdraw the application and that request must be received by the FDA on or before 
September 28, 2012.  However, to expedite this process, you are encouraged to submit the 
request by September 15, 2012. 
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You should submit the request to withdraw your applications by standard application submission 
methods.  If an application was submitted via the FDA electronic gateway, a request for 
withdrawal should be submitted to the application via the gateway.  Alternatively, you should 
send written notification to the ANDA archival file at the following address:  Office of Generic 
Drugs, Center for Drug Evaluation and Research, Food and Drug Administration, Document 
Control Room, Metro Park North VII, 7620 Standish Pl., Rockville, MD  20855. 
 
In addition, please provide electronic confirmation of all ANDAs you wish to withdraw by 
sending an email to OGDGDUFA@fda.hhs.gov within the timeframe specified above.   
 
For your convenience, a list of pending ANDAs for which we have identified you as the 
applicant is attached.  However, this list may be incomplete. Therefore, it is important to 
note that the absence of an ANDA from this list does not exempt that ANDA from 
incurring a backlog fee. Please verify the list for completeness of all ANDAs you have 
submitted. Discrepancies should be reported to the email address noted above. 
 
The GDUFA statute exempts only generic Positron Emission Tomography (PET) products from 
the user fees. There are no additional exemptions or waivers for GDUFA fees beyond those in 
the statute.  
 
If you have questions regarding this communication, contact Thomas Hinchliffe at 
OGDGDUFA@fda.hhs.gov.   
 
Please direct general GDUFA questions to ASKGDUFA@fda.hhs.gov.  
 
 
       
   
 
                  
                        Sincerely, 
 
 
 

 
{See appended electronic signature page} 
 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

 
CC: Attached List of ANDAs 
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PENDING ANDAs  
(List produced as of 8/20/2012) 

 
 
ANDA #  Drug Name     

 202609          AZELASTINE HYDROCHLORIDE 
 203056          BIMATOPROST 
 90218          GLATIRAMER  ACETATE 
 203563          LEVOLEUCOVORIN CALCIUM 
 90794          NORGESTIMATE; ETHINYL ESTRADIOL 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Date and Time: December 14, 2011  
Type of Meeting: Teleconference 
Application Number: ANDA 090218 
Product Name: Glatiramer Acetate Injection, 20 mg/mL   
Sponsor/Applicant Name: Sandoz Inc. 
 
Meeting Chair:  Andre Raw, Division Director, Division of Chemistry I  

Meeting Recorder: Esther Chuh, Project Manager, OGD 
 
FDA ATTENDEES 
Andre Raw, Division Director, Division of Chemistry I  
Bing Cai, CMC Team Leader, Division of Chemistry I  
Sydney Choi, Science Staff 
Robert Lionberger, Science Staff  
Sau (Larry) Lee, Science Staff  
Huyi Zhang, Science Staff  
Esther Chuh, Project Manager 
 
SPONSOR ATTENDEES 
 
Marcy MacDonald, Sandoz Inc, Director, Regulatory Affairs 
Nicholas Tantillo, Sandoz Inc, Vice President, Regulatory Affairs 
James Anderson, Momenta, Vice President, Drug Product & Analytical Development 
John Bishop, Momenta, Senior Vice President, Pharmaceutical Sciences 
Claire Coleman, Momenta, Senior Scientist, API 
Tanmoy Ganguly, Momenta, Director, Complex Generics 
Joe Glajch, Momenta, Director, Analytical Development 
Mani Lyer, Momenta, Associate Director, API 
Jon Lansing, Momenta, Principal Scientist, Complex Generics 
Richard Sachleben, Momenta, Research Fellow, API 
Kristina Storey, Momenta, Associate Director, Regulatory Affairs 
Aria Tavana, Momenta, Senior Director, API 
 
 
BACKGROUND 
 
Reference is made to the meeting request submitted to OGD on October 14, 2011 and the 
teleconference briefing book submitted on November 21, 2011.   Reference is also made to the 
presentation slides (attached) provided by Sandoz for the teleconference.   
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MEETING OBJECTIVES (as delineated by the sponsor’s proposed agenda) 
 
Purpose for this meeting is to: 
 

 Define Negative Control Strategy 
Analytical Negative Controls 
Design Space Negative Controls 
Application to establishing sameness 

 
 Review Test Plan to Respond to FDA Questions on Negative Controls 
 Obtain FDA Feedback on proposed negative control strategy and proposed test plan 

  (Specific questions proposed in Section 5 of the Briefing Book) 
 
 
DISCUSSION POINTS 

 ** (Normal font for the agency’s comments in the internal pre-meeting; italic font in 
parenthesis for the T-con outcome; the table and page numbers refer to the meeting package)  
 
1. Negative control for biological assays. (Did not talk about this. There will be separate 

discussion on the biological assays later.) 
 
The agency doesn’t expect “true” negative controls for biological assays. However, the 
agency agrees with the proposal that all the negative controls will be analyzed with the 
biological assays listed in Table 6 and 12. The sponsor will be reminded that the 
biological assays should be conducted with the sample concentrations within the linear 
range of the dose response curve, but not on the plateau.  
  

2. 
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3. 
 

4. 

5. 

 
 
 
 
 
Note that the above negative control studies were primarily used to evaluate the sensitivity and 
specificity of Sandoz’s characterization methods with respect to changes in process conditions, 
thus confirming their use in sameness demonstration. Data obtained from these negative control 
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studies were not intended for process development.  Sandoz would submit process development 
data separately.   
 
 
DECISIONS REACHED: 
 

The agency concurs, in general, with the sponsor’s proposal on the negative control 
studies, and additional comments/suggestions are provided to the sponsor as mentioned 
above. The agency also agrees to accommodate the sponsor’s future request of T-cons on 
specific issues (e.g. biological assays, secondary/tertiary structure, modeling) on a needed 
basis. 
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ATTACHMENT: 
 

Following is slides Sandoz provided to OGD on the day of the T- Con: 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Date and Time: August 11, 2011   1:30 PM – 3:30 PM  
Meeting Location: MPN IV Conference Room 4A  
 
Application Number: ANDA 090218 
Product Name: Glatiramer Acetate Injection, 20 mg/mL   
Sponsor/Applicant Name: Sandoz Inc. 
 
Meeting Chair:  Lawrence Yu, Acting Deputy Director for Science and Chemistry  

Meeting Recorder: Esther Chuh, Project Manager, OGD 
 
FDA ATTENDEES 
Lawrence Yu, Acting Deputy Director for Science and Chemistry  

Paul Schwartz, Acting Division Director, Division of Chemistry I  

Andre Raw, Acting Deputy Division Director, Division of Chemistry I  

Bing Cai, CMC Team Leader, Division of Chemistry I  

Eugene Schaefer, CMC Reviewer, Division of Chemistry I  

Robert Lionberger, Science Staff  

Sau (Larry) Lee, Science Staff  

Rebecca Brummit, Science Staff  

Zhang, Xinyuan, Science Staff  

Huyi Zhang, Science Staff  

Esther Chuh, Project Manager 
 
SPONSOR ATTENDEES 
 
Marcy MacDonald, Sandoz Inc, Director, Regulatory Affairs 
 
Nicholas Tantillo, Sandoz Inc, Vice President, Regulatory Affairs 
 
Emad Alkhawam, Sandoz Inc, Senior Director and Head of Analytical R & D 
 
James Anderson, Momenta, Vice President, Drug Product & Analytical Development 
 
John Bishop, Momenta, Senior Vice President, Pharmaceutical Sciences 
 
Aria Tavana, Momenta, Senior Director, API 
 

Reference ID: 3023053



Meeting Minutes Office of Generic Drugs 
  
 
 

 

Kei Kishimoto, Momenta, Vice President, Translational Research 
 
Ishan Capila, Momenta, Director, Discovery 
 
Nic Scalfarotto, Momenta, Vice President, Regulatory Affairs 
 
BACKGROUND 
 
Reference is made to the original ANDA submitted on December 26, 2007 and to the CMC 
amendments dated October 16, 2009, December 9 and 17, 2010; January 14, and March 2, 2011; and 
to the Meeting Request submitted on May 10, 2011.  Reference is also made to the Meeting Briefing 
package submitted to OGD on July 11, 2011 and to the presentation slides (attached) used during 
the meeting.   Reference is also made to the CMC deficiencies issued by this office on September 15, 
2008; February 14, June 22, and July 29, 2011.  Meeting request was granted by this office on June 7, 
2011.   
 
MEETING OBJECTIVES (as delineated by the sponsor’s proposed agenda) 
 
Purpose for this meeting is to: 
 

• Discuss potential for enhancing responses and interaction efficiencies between Sandoz / 
Momenta and FDA 

 
• Propose overall strategy and criteria for determination of sameness on the  Biological and 

Immunological Testing and Physicochemical Characterization 
 
• Communicate improvements to the Drug Substance manufacturing process 
 
• Obtain clarification on biological and CMC questions received in June 23, 2011 Major 

Deficiency 
 
DISCUSSION POINTS 
 
Biological and Immunological Testing Proposal    
 

• The Agency concurred with the applicant’s proposal on the biological and immunological 
testing strategy in general, and encouraged the applicant to explore and adopt additional 
bioassays pertaining mechanisms of action in order to thoroughly demonstrate the 
equivalence in biocharaterization.   

 
• The Agency recommended using negative controls to demonstrate the specificity and 

sensitivity of these bioassays and provide the relevant method qualification information 
to show that these bioassays are appropriate for the intended purposes. 

 
Chemical Characterization 
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ATTACHMENT: 
 

Following is Sandoz’s Meeting Minutes with OGD’s comments. 
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QUALITY DEFICIENCY – MAJOR 
 
ANDA  090218 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 
APPLICANT:  Sandoz, Inc. 
 
ATTN:  Marcy Macdonald 
 
FROM:  Esther Chuh 

TEL: 303-438-4599 
 
FAX: 303-438-4600 
 
FDA CONTACT PHONE: (240) 276-8530 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated December 26, 2007, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Glatiramer Acetate Injection,  
20 mg/mL.  
 
Reference is made to your amendments dated October 16, 2009; and April 30, December 9, and December 17, 
2010; and January 14, and March 2, 2011 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached   pages.   This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard copy will not be mailed.  
 
Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be 
considered for review, nor will the review clock be reactivated until all deficiencies have been addressed. The 
response to this facsimile will be considered to represent a MAJOR AMENDMENT and will be reviewed according 
to current OGD policies and procedures.  Your cover letter should clearly indicate that the response is a QUALITY  
MAJOR AMENDMENT / RESPONSE TO INFORMATION REQUEST and should appear prominently in your 
cover letter.  
 
We also request that you include a copy of this communication with your response.  Please direct any questions 
concerning this communication to the project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory documents: 
Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN 
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.   
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CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  090218   
 
APPLICANT:  Sandoz Inc. 
 
DRUG PRODUCT:  Glatiramer Acetate Injection, 20 mg/mL 
 
Review of all information that has been submitted for the drug substance until now has been completed.  
Review of drug product information is continuing.  Further deficiencies, if any, will be communicated 
separately. 
 
The deficiencies presented below represent a continuation of the MAJOR deficiencies that we 
communicated to you on February 14, 2011. 
 
A. Deficiencies: 
 

1. 
 
2. 
 

 
3. 

 
4. 
 

 
5. 
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52.

 
53.

 

 
54.

 
55.

 
B. In addition to responding to the deficiencies presented above, please note and acknowledge the 

following comments in your response: 
 
1. Your bioequivalence information is pending review.  Deficiencies, if any, will be communicated 

separately. 
 
2. An acceptable compliance evaluation is necessary for approval and we have requested an 

evaluation from the Office of Compliance. 
 

3. Review of your mathematical models is continuing.  Additional deficiencies, if any, will be 
communicated separately. 

 
      Sincerely,     
       
      {See appended electronic signature page.} 

 
      Paul Schwartz, Ph.D. 
      Acting Director,  
      Division of Chemistry I 
      Office of Generic Drugs 
      Center for Drug Evaluation and Research 
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MEETING DATE:   May 13, 2011   
DRUG NAME:     Glatiramer Acetate Injection  

ANDA 90-218 (Sandoz/Momenta) 
TYPE OF MEETING:  Teleconference 
MEETING RECORDER: Sau (Larry) Lee 
 
ATTENDEES: John Bishop, Momenta 

Ishan Capila, Momenta 
Andre Raw, Office of Generic Drugs (OGD) 
Sau (Larry) Lee, OGD 

 
SUMMARY: Dr. Bishop and Dr. Capila (Momenta) informed Dr. Andre and Dr. Lee 
(OGD) by telephone on May 13, 2011 that Sandoz/Momenta recently submitted a 
meeting request package to OGD and wished to have a face-to-face meeting to discuss 
with OGD regarding issues related to drug substance sameness of glatiramer acetate.  Dr. 
Andre and Dr. Lee acknowledged that they have received the meeting request package, 
and that OGD will review the package to determine whether a face-to-face meeting will 
be warranted according to OGD’s general practice for granting a face-to-face meeting.  
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QUALITY DEFICIENCY – MAJOR 
 
ANDA  090218 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 
APPLICANT:  Sandoz, Inc. 
 
ATTN:  Marcy Macdonald 
 
FROM:  Esther Chuh 

TEL: 303-438-4599 
 
FAX: 303-438-4600 
 
FDA CONTACT PHONE: (240) 276-8530 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated December 26, 2007, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Glatiramer Acetate Injection,  
20 mg/mL.  
 
Reference is made to your amendments dated October 16, 2009; and April 30, and July 9, 2010. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached   pages.   This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard copy will not be mailed.  
 
Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be 
considered for review, nor will the review clock be reactivated until all deficiencies have been addressed. The 
response to this facsimile will be considered to represent a MAJOR AMENDMENT and will be reviewed according 
to current OGD policies and procedures.  Your cover letter should clearly indicate that the response is a QUALITY  
MAJOR AMENDMENT / RESPONSE TO INFORMATION REQUEST and should appear prominently in your 
cover letter.  
 
We also request that you include a copy of this communication with your response.  Please direct any questions 
concerning this communication to the project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory documents: 
Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
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CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  090218  APPLICANT:  Sandoz Inc. 
 
DRUG PRODUCT:  Glatiramer Acetate Injection, 20 mg/mL 
 
This review has been focused on Section S.3.1 Elucidation of Structure, although some other sections 
have been partially reviewed.  Review of other parts of the ANDA is continuing.  Further deficiencies, if 
any, will be communicated separately. 
 
The deficiencies presented below represent MAJOR deficiencies. 
 
A. Deficiencies: 

 
1. 

 
2. 

 
3. 

 
4. 

 

 
5. 

 
6. 
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30.

 
31.

 
B. In addition to responding to the deficiencies presented above, please note and acknowledge the 

following comments in your response: 
 
1. Your bioequivalence information is pending review.  Deficiencies, if any, will be communicated 

separately. 
 
2. An acceptable compliance evaluation is necessary for approval and we have requested an 

evaluation from the Office of Compliance. 
 
 
 

Sincerely,     
 

{See appended electronic signature page.} 
 
      Paul Schwartz, Ph.D. 
      Acting Director,  

Division of Chemistry I 
      Office of Generic Drugs 
      Center for Drug Evaluation and Research 
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Record of Telephone Conversation 
 

 
Date: 

12/13/2010 
 

ANDA Number: 
090218 

 
Product Name: 

Glatiramer Acetate 
Injection, 20mg/mL 

 
Firm Name: 
Sandoz Inc. 

 
Firm Representative: 

 
Sandoz:  

-Jean Domenico 
Manager, Reg Affairs  

 
 
 

Phone Number: 
303-438-4242 

 
FDA Representative: 

- Rebecca Brummitt 
  Science  Staff 
-Esther Chuh 
 Project Manager 
  

  
 

Reference is made to the Teleconference held on November 23, 2010, and 
the T- Con Memo filed in DARRTS on December, 3, 2010, where OGD 
requested the Sandoz/Momenta Java Codes and other associated files. 
Reference is also made to the email correspondences between Sandoz and 
FDA eSUB team and also between eSUB and this office (see attachment). 
 
On 12/13/10 firm was contacted to request the firm to submit our 
requested file in ASCII format with .txt file extension. 
 
Firm said they will contact Momenta so see if they can meet our request. 

 
 Signatures: 

 
Rebecca Brummitt 

 
Esther Chuh 
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ATTACHMENT: 
 

 
From: Cai, Bing  
Sent: Saturday, December 11, 2010 9:34 AM 
To: Gooding, Valerie 
Cc: Warfield, Douglas; Raw, Andre; Brummitt, Rebecca *; Chuh, Esther; CDER ESUB 
Subject: RE: esub question 

Hello, Dear Valerie, 
  
Thank you very much for your help. 
  
Bing 
 

 
From: Gooding, Valerie  
Sent: Friday, December 10, 2010 1:22 PM 
To: Cai, Bing 
Cc: Warfield, Douglas; Raw, Andre; Brummitt, Rebecca *; Chuh, Esther; CDER ESUB 
Subject: RE: esub question 

Dear Bing, 
  
It was discussed with Doug that sponsor providing the instruction file in .pdf extension is 
acceptable from an ESUB standpoint however, the approval of all the other file extensions which 
are datasets related, was deferred to the edata team.  We do not have any further question 
regarding this submission. 
  
Regards, 
  

Valerie Gooding 
Regulatory Information Specialist, Electronic Submission Support, CDER (301-796-0902)  

 
From: Cai, Bing  
Sent: Friday, December 10, 2010 8:44 AM 
To: CDER ESUB 
Cc: Warfield, Douglas; Raw, Andre; Brummitt, Rebecca *; Chuh, Esther 
Subject: FW: esub question 

Hello, Dear ESUB team, 
  
We have some discussion with Mr. Douglas Warfield.  He has provided us very useful information 
and recommendation. 
  
Please let us know if you have any further questions regarding this submission.  
  
We will inform Sandoz to follow the instructions provided by Douglas. 
  
Thanks, 
  
Bing 
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From: Warfield, Douglas  
Sent: Friday, December 10, 2010 8:27 AM 
To: Brummitt, Rebecca * 
Cc: Raw, Andre; Cai, Bing; Gooding, Valerie 
Subject: RE: esub question 

As we discussed in our phone conversation on December 10, 2010, the submission of the 
programs (code) to support your risk assessment of the Sandoz Kinetic Monte-Carlo modeling 
process for manufacturing glatiramer acetate drug substance in the ANDA 09218 submission is 
acceptable provided the sponsor adds the .txt file extension to the programs. We would be glad to 
provide any additional support for your team in sponsor correspondence/meetings as well.  
 
If you have any further questions, please feel free to send an email to cder-edata@fda.hhs.gov. 
  
Best regards, 
 
Douglas Warfield 
Regulatory Information Specialist 
Office of Business Informatics 
CDER, FDA 
301-796-7609 
 

 
From: Brummitt, Rebecca *  
Sent: Thursday, December 09, 2010 12:24 PM 
To: Warfield, Douglas 
Cc: Raw, Andre; Cai, Bing 
Subject: FW: esub question 
 
Hi Douglas, 
Based on your recommendations and the conversation you had with Bing Cai this morning, we 
plan to request that Sandoz submit all files in ASCII format.  The file extensions they would like to 
submit are given below. 
  
.pdf (instruction file)  
.res (text files containing examples of program outputs)  
.txt (text files containing input parameters for some of the programs)  
.java (text files containing Java code)  
.class (compiled Java code, executable only through a Java Virtual Machine, i.e. double-clicking won’t do 
it)  
.bat (text file, but executable via MSDOS command window or by double-clicking)  
All except those with the .class extension are already in a text (ASCII) format, and we will have 
them convert the class files to ASCII format as well.   
  
Please verify that this will be okay before we make this request of Sandoz. 
  
Thank you for your help. 
  
Rebecca 
 

 
From: Cai, Bing  
Sent: Thursday, December 09, 2010 9:16 AM 
To: Raw, Andre 
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Cc: Brummitt, Rebecca *; Chuh, Esther 
Subject: FW: esub question 

  
 

 
From: Warfield, Douglas  
Sent: Thursday, December 09, 2010 9:16 AM 
To: Cai, Bing 
Cc: Gooding, Valerie 
Subject: RE: esub question 

For the submission for ANDA 90-218, the sponsor (Sandoz) should submit program files in ASCII 
format, consistent with the Study Data Specifications (pg. 5). The PDFs of the programs are not 
required. The sponsor should locate the files under the [m3, m4, or 
m5]\datasets\[studyname]\analysis\programs directory, again per the Study Data Specifications 
(pg. 8). Program files (.sas, .json, .vbs, etc. ) that are viewable as ASCII formatted files are 
acceptable.  
 
The Study Data Specifications require the sponsor to submit all datasets in SAS Transport (v5) 
files. The sponsor should locate the files under the [m3, m4, or 
m5]\datasets\[studyname]\[analysis, tabulations, or listings]\datasets directory, again per the 
Study Data Specifications (pg. 8). 
 
The Study Data Specifications provide the most conducive data content definition and structure 
for the review team, although this may vary based on the submission and reviewing division (pg. 
2). The review team assigned to the submission determines the acceptability.  The industry 
guidance provided includes encouragement to follow this best practice noted in the Study Data 
Specifications, “prior to submission, sponsors should discuss with the review division the datasets 
that should be provided, the data elements that should be included in each dataset and the 
organization of the data within the file” (p. 2).  
 
If you have any further questions, please feel free to send an email to cder-edata@fda.hhs.gov. 
 
Thanks. 
 
Douglas Warfield 
Regulatory Information Specialist 
Office of Business Informatics 
CDER, FDA 
301-796-7609 
 
  
From: Cai, Bing  
Sent: Thursday, December 09, 2010 08:12 AM 
To: Hussong (Ventura), Virginia  
Cc: Raw, Andre; Brummitt, Rebecca *; Chuh, Esther  
Subject: FW: esub question  
  
Hello, Ginny,  
  
I like to talk to you today regarding the submission of the ANDA 90-218. 
  
I am working from home today. 
  
You may call me at  
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We need to have this issues resolved ASAP. 
  
Thanks, 
  
Bing 
 

 
From: Robinson, Constance  
Sent: Wednesday, December 08, 2010 5:12 PM 
To: Cai, Bing; Hussong (Ventura), Virginia 
Cc: Raw, Andre; Chuh, Esther; Brummitt, Rebecca *; CDER ESUB 
Subject: RE: esub question 

Hello, 
  
Since I'll be out of the office the next two days, please include esub@fda.hhs.gov since the email 
account is monitored by our entire team.  
  
Thank you, 
  

Connie 

 
 

From: Cai, Bing  
Sent: Wednesday, December 08, 2010 5:05 PM 
To: Hussong (Ventura), Virginia 
Cc: Raw, Andre; Robinson, Constance; Chuh, Esther; Brummitt, Rebecca * 
Subject: FW: esub question 

Ginny, Would you contact me regarding this matter?  We need this information from firm ASAP.  
  
Bing 
 

 
From: Robinson, Constance  
Sent: Wednesday, December 08, 2010 4:54 PM 
To: Chuh, Esther 
Cc: CDER ESUB; Cai, Bing; Hussong (Ventura), Virginia 
Subject: RE: esub question 

Hello Esther, 
  
For security and compliance purposes, they shouldn't submit those files at all. I'm including my 
team leader, Ginny Hussong, in my reply to you for her advice or recommendations. 

Best Regards,  

Connie Robinson, RAC, PMP  

Regulatory Information Specialist 
Office of Business Informatics (OBI)  
Division of Regulatory Review Support (OBI - DRRS), CDER 
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U.S. Food and Drug Administration 
10903 New Hampshire Ave. 
Bldg 22, Room 1105 
Silver Spring, MD 20993  
Phone:  (301) 796-1065 
Fax: (301) 796-9886  
Constance.Robinson-Kuiperi@fda.hhs.gov  

 
 

From: Chuh, Esther  
Sent: Wednesday, December 08, 2010 4:45 PM 
To: Robinson, Constance 
Cc: CDER ESUB; Cai, Bing 
Subject: RE: esub question 

Hello Connie, 
  
Would it be acceptable if the firm submits the information in a CD? 
  
Thank you, 
Esther  
 

 
From: Robinson, Constance  
Sent: Tuesday, December 07, 2010 10:11 AM 
To: Chuh, Esther 
Cc: CDER ESUB 
Subject: FW: esub question 

Hello Esther, 
  
I left you a voicemail regarding the inquiry below.  We (CDER-OPI-OBI-DRRS-eSST) received 
the inquiry below.  As per the specifications, submitting software programs is not allowed for 
security and archiving reasons.  If your request pertained to data, the programs should be 
requested in the format allowed per data specifications (.txt and .pdf files). 
  
Was there a specific reason why you requested a software program be sent by the sponsor? 

Best Regards,  

Connie Robinson, RAC, PMP  

Regulatory Information Specialist 
Office of Business Informatics (OBI)  
Division of Regulatory Review Support (OBI - DRRS), CDER 
U.S. Food and Drug Administration 
10903 New Hampshire Ave. 
Bldg 22, Room 1105 
Silver Spring, MD 20993  
Phone:  (301) 796-1065 
Fax: (301) 796-9886  
Constance.Robinson-Kuiperi@fda.hhs.gov  

To help ensure that you receive the most prompt response to your inquiry, please always include 
esub@fda.hhs.gov if you have electronic submission questions to CDER. 

Reference ID: 2880351



For the FDA CDER eCTD web page, please visit 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electro
nicSubmissions/ucm153574.htm 

  
 

 
From: @sandoz.com [mailto: @sandoz.com]  
Sent: Monday, December 06, 2010 5:13 PM 
To: CDER ESUB 
Subject: esub question 

 
Jean Domenico/GX/Novartis  

12/06/2010 02:35 PM  

To /GX/Novartis@PH  
cc  

Subject esub question 
 

 
 
 
We are electronically submitting a software program, along with an eCTD sequence to one of our 
applications.  Can this software be received by your Document Control Room for this submission 
if submitted on two CDs or two separate ESG submissions?  In addition, would it be preferred to 
have two CDs - one containing the software program and the other containing the eCTD 
sequence information (i.e. cover letter and 356h).  If not, please communicate the preferred 
method for filing such an amendment which is not part of the XML backbone.  
 
We are submitting this software information per the question of FDA (Esther Chu's group).  
 
If you have any questions, please don't hesitate to contact me.  
Jean Domenico 
Manager, Regulatory Affairs 
Sandoz Inc. 
2555 West Midway Boulevard 
Broomfield, CO 80020 
USA 
Phone: +1 303 438 4242 
Fax: +1 303 438 4600 
Cell: +1  
Email : jean.domenico@sandoz.com 
 

Reference ID: 2880351
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Record of Telephone Conversation 
 

 
Date: 

11/23/2010 

 
ANDA Number: 

090218 

 
Product Name: 

Glatiramer Acetate 
Injection, 20mg/mL 

 
Firm Name: 
Sandoz Inc. 

 
Firm Representative: 
 
Sandoz:  
-Marcy Macdonald,  

Director, Reg  Affairs 
- , Project Lead  
 
Momenta:  
-John Bishop, Sr. VP,     

Pharm. Sci.  
-  Consultant  
-Ishan Capila, Associate   

Director, Analytical   
Research  

-Ganesh Venkataraman,   
CSO & Sr. VP, Research  

-Jim Roach, Chief Medical       
Officer and Acting Head of   
Regulatory Affairs 

 
Phone Number: 
303-438-4599 

On 11/22/2010, OGD requested a teleconference with Sandoz, 
specifically requesting the presence of their staff involved in the computer 
programming and development of the mathematical models that are used 
to describe the polymerization process for the formation of the glatiramer 
acetate.  The purpose of the meeting was to request the Sandoz/Momenta 
Java codes and other associated files for the Kinetic Monte-Carlo 
modeling of the polymerization, depolymerization with uniform cleavage, 
depolymerization with biased cleavage, and deprotection steps of the 
process for manufacturing glatiramer acetate drug substance. 
 
Following are the conversations captured during the meeting: 
 
OGD:  We are doing an in-depth analysis of the model and in order to 
fully evaluate the model presented, we need the Java codes and other 
associated codes and files.  OGD specifically requested the files that are 
described in Appendix B: Process signatures in models of Glatiramer 
Acetate.  All files to describe the polymerization, depolymerization, and 
deprotection models in the entire section are needed except the Runge-
Kutta portion at the beginning of the polymerization section. 
 
Sandoz stated the following key attributes of the models and inquired how 
OGD intends to use the files: 
 
 Model is used as a supportive tool to support the knowledge of the 
 process signatures that need to be experimentally tested in the drug 
 substance. 
 

As a set of analytical methods to understanding the 
polymerization/depolymerization process 

 
OGD acknowledged and stated that we understand the key attributes of 
the model and stated that the request for the codes is to better understand 
the model for its intended use.  Our purpose is to make sure that the model 
is robust. Some of the aspects we want to test are the hypothesis and the 
assumptions, parameters, sensitivity, and that the model is reproducible.   
 
Sandoz stated that some aspects of the model are clear to see but other 
aspects would not be clear to analyze and that the model cannot recreate 
certain aspects and that it is not intended to capture the fine details.  
 
OGD acknowledged the limitations of the model and assured that the 
codes will be analyzed with the understanding of their limitations. 
 
In addition to the requested files, OGD requested the initiation and 
elongation rate constants at all temperatures examined experimentally. 
 
 

 
FDA Representative: 

 
- Andre Raw, Acting Deputy   
Division Director, Division   
of Chemistry I 

- Larry Lee, Science Staff 
- Bing Cai, Team Leader,   
  Division of Chemistry I 
- Eugene Schaefer, CMC  
Reviewer, Division of   
Chemistry I 

- Rebecca Brummitt, Science    
  Staff 
-Esther Chuh, Project   
 Manager 

Reference ID: 2872064
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Signatures: 

 

Sandoz agreed to send the requested files and also the exc. file and 
experimental rate constant results within the next 7-14 days and inquired 
how this will be incorporated with the review process of the ANDA. 
 
OGD stated that the mathematical aspect is interrelated to the CMC 
portion, and they are under simultaneous review.  Sandoz can inquire 
regarding the status of the entire application with the project manager at a 
later date. 
 
Sandoz asked if they could request for a face to face meeting to discuss 
their ANDA and OGD responded that the possibility can be discussed at a 
later date after OGD issues the CMC comments, if any. 
 
 
 
 

 
  

Andre Raw 
Larry Lee 
Bing Cai 

Eugene Schaefer 
Rebecca Brummitt 

Esther Chuh 
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Meeting Request Denied. 

Firm was notified with below response: 

______________________________________________________________________________ 

From: West, Robert L  
Sent: Monday, February 01, 2010 11:16 AM 
To: Chuh, Esther 
Cc: Yu, Lawrence; Cai, Bing; Buehler, Gary J; Read, David T; Parise, Cecelia M 
Subject: FW: ANDA 90-218 Glatiramer Acetate Injection 20 mg/mL 

Esther: 
  
I think we should inform Sandoz that it is not appropriate to meet on Glatiramer at this time.  We 
have not made sufficient progress on the review to provide an accurate assessment. 
  
The office will address Sandoz's eligibility for exclusivity at the time of approval. 
  
I'm uncertain as to what we should say about immunogenicity.  Others can advise on this point. 
  
Bob 
  
 

 
 

 
From: srinivasa_s.rao@sandoz.com [mailto:srinivasa_s.rao@sandoz.com]  
Sent: Wednesday, January 27, 2010 11:39 AM 
To: West, Robert L 
Subject: RE: ANDA 90-218 Glatiramer Acetate Injection 20 mg/mL 

 
Bob,  
 
Sorry for the delayed response.  
 
We would like to discuss  immunogenicity and bioequivalence topics in addition to 
eligibility for an exclusivity.  As stated in our meeting request, FDA is applying increased 
emphasis to the assessment of the potential immunogenicity of drug products.  Moreover, 
a recent Citizen’s Petition submitted by Teva Neuroscience [FDA-2009-P-0555] 
discusses the potential immunogenicity of Glatiramer Acetate Injection. However, the 
assessment of potential immunogenicity is not currently a regulatory requirement for 
ANDA applications and, to date, FDA has not requested immunogenicity information as 
part of its review of ANDA 90-218. Sandoz has proposed a prospective discussion on this 
topic to facilitate the timely approval of ANDA 90-218.  Also, any insight on exclusivity 
prior to our face-to-face meeting would be appreciated, as this would help to focus our 
meeting towards these science-related topics. 
Best regards,  



Srinivasa S. Rao, M.Pharm., MS, PharmD 
Director, Regulatory Affairs 
Sandoz Inc. 
Sandoz Inc. 
506 Carnegie Center, Suite 400 
Princeton, NJ 08540 
USA 
Phone: +1 609 6278885 
Fax: +1 609 3952792 
Cell: +1  
Email : srinivasa s.rao@sandoz.com 
 

 
 
 
 

"West, Robert L" <Robert.West@fda.hhs.gov>  

01/22/2010 12:50 PM  

Please respond to 
Robert.West@fda hhs.gov  

To srinivasa_s.rao@sandoz.com  
cc  

Subject RE: ANDA 90-218 Glatiramer Acetate Injection 20 mg/mL 
 

 
 
 
 
Yes, I'm working on it.  
   
Is the primary issue whether or not Sandoz will loose its eligibility for exclusivity if the agency is 
unable to issue a T/A letter within 30 months?  If so, I may be able to resolve this without needing 
a meeting.  
   
Bob  
   

 
From: srinivasa_s.rao@sandoz.com [mailto:srinivasa_s.rao@sandoz.com]  
Sent: Friday, January 22, 2010 12:38 PM 
To: West, Robert L 
Subject: ANDA 90-218 Glatiramer Acetate Injection 20 mg/mL 
 
 
Bob,  
 
Happy New Year  
 
Product:         Glatiramer Acetate Injection 20 mg/mL  
ANDA#:         90-218  
 
A face-to-face meeting request was sent to the Agency on December 14, 2009. Please see attached for your 
reference. A follow-up call was placed to the project Manager Esther Chu dated 1/20/2010. As per Esther 
no decision was made by the Agency in reference to this meeting request.  

(b) (6)



 
Could you please expedite this request. Any help is greatly appreciated.  
 
 
   
 
 
Best regards,  

Srinivasa S. Rao, M.Pharm., MS, PharmD 
Director, Regulatory Affairs 
Sandoz Inc. 
Sandoz Inc. 
506 Carnegie Center, Suite 400 
Princeton, NJ 08540 
USA 
Phone: +1 609 6278885 
Fax: +1 609 3952792 
Cell: +1  
Email : srinivasa_s.rao@sandoz.com 
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Application
Type/Number
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-------------------- -------------------- -------------------- ------------------------------------------
ANDA-90218 GI-1 SANDOZ INC GLATIRAMER  ACETATE
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Telephone Fax 
 
ANDA  90-218 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773   
Angela.payne@fda.hhs.gov 
 

  
TO:   Sandoz 
 
ATTN: Srinivasa Rao 
 
FROM:  Mrs. Angela Payne 

TEL:  609-627-8885 
 
FAX:  609-395-2792 
  
 
 
 

 
This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Glatiramer Acetate Injection.  
 
Pages (including cover): 3 
 
SPECIAL INSTRUCTIONS: 
 
 
See attached labeling comments.  
 
 
 
 
 
 
 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 



 REVIEW OF PROFESSIONAL LABELING #1 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
Superceds TAP1 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:     90-218        Date of Submission: Jul 07, 2008  
        
Applicant's Name:  Sandoz Inc. 
 
Established Name:  Glatiramer Acetate Injection 20 mg/mL, Single Use Syringe  
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies: 
 
1. CONTAINER (1 mL):  Revise the expression of strength to 20 mg/mL rather than just 20 mg.  Please also 

submit a diagram of your syringe noting calibrations.  
 
2. BLISTERS (1s)- Your labeling says protect from light.  If the blister does not protect the pre-filled syringe from 

light we encourage you to add "Retain in carton". 
 
3. CARTON (30X- 1 mL):  Delete the ##s seen in the NDC. 
 
4. INSERT:  Satisfactory in draft. 
 
5. PATIENT LEAFLET:  Satisfactory in draft. 
 
Revise your labels and labeling, as instructed above, and submit final printed electronically according to the 
guidance for industry titled Providing Regulatory Submissions in Electronic Format – ANDA.  

 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of 
new documents posted on the CDER web site at the following address -  
http://www.fda.gov/cder/cdernew/listserv.html 
 
To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide a side-
by-side comparison of your proposed labeling and  the latest approved labeling for the reference listed drug  (or 
your last submission)  with all differences annotated and explained. 

 
    
               {See appended electronic signature page}      
     ___________________________ 

Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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COMPLETE RESPONSE -- MAJOR 
 
ANDA  90-218 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 
  
APPLICANT:  Sandoz Inc. 
 
ATTN:  Srinivasa  S Rao 
 
FROM:  Esther Chuh 

TEL: (609) 627-8885 
 
FAX: (609) 395-2792 
 
FDA CONTACT PHONE: (240) 276-8530 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated December 26, 2007, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Glatiramer Acetate Injection,  
20 mg/mL. 
 
 

SPECIAL INSTRUCTIONS: 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
We have completed the review of your ANDA and have determined that we cannot approve this application in its present form.  
We have described below our reasons for this action and, where possible, our recommendations to address these issues in the 
following attachments ( 5  pages).   This facsimile is to be regarded as an official FDA communication and unless requested, 
a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 which will 
either amend or withdraw the application.  Your amendment should respond to all of the deficiencies listed.  Facsimiles or 
partial replies will not be considered for review, nor will the review clock be reactivated until all deficiencies have been 
addressed.  The response to this facsimile will be considered to represent a MAJOR AMENDMENT and will be reviewed 
according to current OGD policies and procedures.  The designation as a MAJOR AMENDMENT should appear prominently 
in your cover letter.  Upon OGD's acceptance for filing of your ANDA, it was determined that an adequate amount of 
information was submitted to allow for review of your Bioequivalence and Microbiology data.  You will be notified in a 
separate communication of any further deficiencies identified during our review of your Bioequivalence and Microbiology 
data. If this represents a second or greater occasion upon which significant (MAJOR) deficiencies have been identified, please 
contact the Project Manager within 30 days for further clarification or assistance. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN 
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content 
of this communication is not authorized   If you have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address  
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 90-218 
 
 
 
 
 
Sandoz Inc. 
Attention: Srinivasa S. Rao 
506 Carnegie Center, Suite 400 
Princeton, NJ 08540 
 
Dear Sir: 
 
We acknowledge the receipt of your abbreviated new drug 
application submitted pursuant to Section 505(j) of the  
Federal Food, Drug and Cosmetic Act.   
 
Reference is made to the telephone conversation dated  
July 3, 2008 and your correspondence dated July 7, 2008. 
 
NAME OF DRUG: Glatiramer Acetate Injection,  
      20 mg/mL, 1 mL Pre-filled Syringes 
 
DATE OF APPLICATION: December 26, 2007 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: December 27, 2007 
 
You have filed a Paragraph IV patent certification, in 
accordance with 21 CFR 314.94(a)(12)(i)(A)(4) and Section 
505(j)(2)(A)(vii)(IV) of the Act.  Please be aware that you need 
to comply with the notice requirements, as outlined below.  In 
order to facilitate review of this application, we suggest that 
you follow the outlined procedures below:   
 
CONTENTS OF THE NOTICE 
 
You must cite section 505(j)(2)(B)(ii) of the Act in the notice 
and should include, but not be limited to, the information as 
described in 21 CFR 314.95(c). 



 
SENDING THE NOTICE 
 
In accordance with 21 CFR 314.95(a): 
 

• Send notice by U.S. registered or certified mail with 
return receipt requested to each of the following: 

 
1) Each owner of the patent or the representative 

designated by the owner to receive the notice; 
 

2) The holder of the approved application under 
section 505(b) of the Act for the listed drug 
claimed by the patent and for which the applicant 
is seeking approval. 

           
3)   An applicant may rely on another form of   

   documentation only if FDA has agreed to such  
   documentation in advance. 
 
DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE 
 
You must submit an amendment to this application with the 
following: 
 

• In accordance with 21 CFR 314.95(b), provide a 
statement certifying that the notice has been provided 
to each person identified under 314.95(a) and that 
notice met the content requirements under 314.95(c). 

   
• In accordance with 21 CFR 314.95(e), provide 

documentation of receipt of notice by providing a copy 
of the return receipt or a letter acknowledging 
receipt by each person provided the notice.  

 
• A designation on the exterior of the envelope and 

above the body of the cover letter should clearly 
state "PATENT AMENDMENT".  This amendment should be 
submitted to your application as soon as documentation 
of receipt by the patent owner and patent holder is 
received. 

 
DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME 
 
You are requested to submit an amendment to this application 
that is plainly marked on the cover sheet “PATENT AMENDMENT” 
with the following: 
  



• If litigation occurs within the 45-day period as 
provided for in section 505(j)(4)(B)(iii) of the Act, 
we ask that you provide a copy of the pertinent 
notification. 

 
• Although 21 CFR 314.95(f) states that the FDA will 

presume the notice to be complete and sufficient, we 
ask that if you are not sued within the 45-day period, 
that you provide a letter immediately after the 45 day 
period elapses, stating that no legal action was taken 
by each person provided notice.   

 
• You must submit a copy of a copy of a court order or 

judgment or a settlement agreement between the 
parties, whichever is applicable, or a licensing 
agreement between you and the patent holder, or any 
other relevant information.  We ask that this 
information be submitted promptly to the application. 

 
If you have further questions you may contact Martin Shimer, 
Chief, Regulatory Support Branch, at (240) 276-8419. 
 
We will correspond with you further after we have had the 
opportunity to review the application. 
 
Please identify any communications concerning this application 
with the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Esther Chuh              
Project Manager 
(240) 276-8530 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 

FILING 
 

For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 
Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm 

*For a Comprehensive Table of Contents Headings and Hierarchy please go to:  
http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 

** For more CTD and eCTD informational links see the final page of the ANDA Checklist 
*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can 

be found on the OGD webpage http://www.fda.gov/cder/ogd/ *** 
 

 
ANDA #: 90-218    FIRM NAME:  SANDOZ 
 
PIV: YES    Electronic or Paper Submission:  ECTD FORMAT (ELECTRONIC DATA)  
  

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      !!!Yes, 
MICRO Review 
NEEDED!!! 

 RELATED APPLICATION(S):  NA 

First Generic Product Received?  YES  
 
DRUG NAME:   GLATIRAMER  ACETATE  
DOSAGE FORM:  INJECTION  USP,  20 MG/ML 
  
 
Random Queue:   2 
Chem Team Leader:  Smela Michael      PM:    Esther Chuh      Labeling Reviewer: Angela Payne  

           Letter Date:   DECEMBER 26, 2007  Received Date:  DECEMBER 27, 2007 
 
   Comments:     EC- 1  YES                         On Cards:   YES         
     Therapeutic Code:  2011002   MULTIPLE  SCLEROSIS        
 

Archival  copy:  ECTD  FORMAT  (ELECTRONIC  DATA)            Sections   I       
Review copy:  NA               E-Media Disposition:  YES  SENT  TO EDR 
Not applicable to electronic sections                     
 
PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

 
 
Reviewing 
CSO/CST      Peter Chen 
 
        Date    7/7/2008   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        



 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
7/3/2008 Tcon Srinivasa S. Rao (609-627-8885) 
1. Please provide certification that you will comply with the requirements under21 CFR 314.95 (a) and (c) 
Adequate for filing per 7/7/08 correspondence 
2. The RLD pre-filled syringe label is not legible.  Please submit a legible copy. 
Adequate for filing per 7/7/08 correspondence 
 
Notes:   
1. The sponsor does not have Type 2 DMF reference and does not have EBR nor MBR.  Mike Smela was contacted 
regarding the requirement, and he mentioned that we can request it but have no legal authrority.  We can accept a detailed 
description of the manufacturing process.  This description can be found in section 3.2.S.2.2. 
2. The decision was made by CDER on 7/1/2008 to allow the filing of this ANDA as a 505(j) 

 
 
 
 
MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

 
1.1.2  Signed and Completed Application Form (356h)  (original signature)  
     (Check Rx/OTC Status) RX    YES  
Form FDA 3674 submitted 9.a. 

 

  
1.2 Cover Letter  Dated: DECEMBER 26, 2007        

    * 
 

Table of Contents (paper submission only) YES        
 

    1.3.2 Field Copy Certification (original signature) esub 
(N/A for E-Submissions)   

 
 

    1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other: 
1. Debarment Certification (original signature)  YES 
2. List of Convictions statement (original signature) none 

 
 

    1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) NA 
or  
Disclosure Statement (Form FDA 3455) NO       
 

 
 





1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies):   YES 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)  submitted 
1.14.1.2  1 side by side labeling comparison of containers and carton with all 
differences annotated and explained  submitted 
1.14.1.3  1  package insert (content of labeling) submitted electronically  submitted 
    ***Was a proprietary name request submitted?  no     
    (If yes, send email to Labeling Reviewer indicating such.) 
 

 
 

 1.14.3 
 

Listed Drug Labeling  
1.14.3.1  1 side by side labeling (package and patient insert) comparison with all 
differences annotated and explained  submitted 
1.14.3.3  1 RLD label and 1 RLD container label   submitted 
2. The RLD pre-filled syringe label is not legible.  Please submit a legible copy. 
Adequate for filing per 7/7/08 correspondence 
 

 
 



MODULE 2 
     SUMMARIES 
            ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF submitted  
                                Word Processed e.g., MS Word submitted 
 
A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/   
 
Question based Review (QbR)       
 
2.3.S Drug Substance (Active Pharmaceutical Ingredient)       
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 
 
2.3.P Drug Product       
       2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability 

 
 

 
2.7 

 
Clinical Summary (Bioequivalence) 
     E-Submission:  PDF        
                                Word Processed e.g., MS Word       
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary       
              Table 4. Bioanalytical Method Validation       
              Table 6. Formulation Data       
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution       
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies       
              Table 3. Statistical Summary of the Comparative BA Data       
2.7.1.4 Appendix       
2.7.4.1.3 Demographic and Other Characteristics of Study Population 
             Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study       
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies       
 

 
 

 
 
 
MODULE 3 



     3.2.S DRUG SUBSTANCE 
            ACCEPTABLE 
 
3.2.S.1 General Information 

3.2.S.1.1  Nomenclature submitted 
3.2.S.1.2  Structure submitted 
3.2.S.1.3  General Properties submitted 
 

 
 

 
3.2.S.2 

 
Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (Includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient) 
     1. Addresses of bulk manufacturers 
  not added.  See email from OC. 
     2. Manufacturing Responsibilities  submitted 
     3. Type II DMF number for API CMC information for API in ANDA 
     4. CFN or FEI numbers  submitted 
 

 
 

 
3.2.S.3  

Characterization  submitted 
 

 

 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1  Specification 
     Testing specifications and data from drug substance manufacturer(s)  submitted 
3.2.S.4.2  Analytical Procedures submitted 
3.2.S.4.3  Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples  
Copies of the IR and UV spectra for Lot #077K7277in section 2.3.S.3.2.1 
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance  submitted 
         b. Same lot number(s)   

 
3.2.S.4.4  Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s)        
     2. Applicant certificate of analysis submitted Lot #077K7277 
second demonstration batch Lot 087K7253 COA not submitted 
3.2.S.4.5  Justification of Specification  submitted 
 

 
 

 
3.2.S.5 

 
Reference Standards or Materials  submitted 

 
 

 
3.2.S.6 

 
Container Closure Systems  submitted 

 
 

 
3.2.S.7 

 
Stability submitted 

 
 

 

(b) (4)





 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)       
 Source of inactive ingredients identified  submitted 
 
3.2.P.4.1  Specifications 
    1. Testing specifications (including identification and characterization) submitted 
    2. Suppliers' COA (specifications and test results) submitted 
3.2.P.4.2  Analytical Procedures per USP/NF 
3.2.P.4.3  Validation of Analytical Procedures 
3.2.P.4.4   Justification of Specifications 
    Applicant COA        
 

 
 

 



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1  Specification(s) submitted 
3.2.P.5.2  Analytical Procedures submitted 
3.2.P.5.3  Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
      1. Finished Dosage Form  submitted 
      2. Same lot numbers  CT0743 
3.2.P.5.4  Batch Analysis 
     Certificate of Analysis for Finished Dosage Form submitted CT0743 
3.2.P.5.5  Characterization of Impurities  submitted 
3.2.P.5.6  Justification of Specifications  submitted 
 

 
 

3.2.P.7 Container Closure System 
     1. Summary of Container/Closure System (if new resin, provide data) submitted 
     2. Components Specification and Test Data submitted COA in section 3.2.R.1.P.2 
     3. Packaging Configuration and Sizes 1 mL PFS 
     4. Container/Closure Testing        
     5. Source of supply and suppliers address  submitted 

 
 

3.2.P.8 
 

3.2.P.8.1  Stability (Finished Dosage Form) 
     1. Stability Protocol submitted  submitted 
     2. Expiration Dating Period months 
3.2.P.8.2  Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments submitted 
3.2.P.8.3  Stability Data  
     1. 3 month accelerated stability data submitted 
     2. Batch numbers on stability records the same as the test batch yes 

 
 

 

(b) 
(4)









Search results from the "OB_Rx" table for query on "020622."  

 
 
Active Ingredient:  GLATIRAMER ACETATE  
Dosage Form;Route:  FOR SOLUTION; SUBCUTANEOUS 
Proprietary Name:  COPAXONE  
Applicant:  TEVA  
Strength:  20MG/VIAL  
Application Number:  020622  
Product Number:  001  
Approval Date:  Dec 20, 1996  
Reference Listed Drug  Yes  
RX/OTC/DISCN:  RX  
TE Code:   
Patent and Exclusivity Info for this product: View  

Active Ingredient:  GLATIRAMER ACETATE  
Dosage Form;Route:  INJECTABLE; SUBCUTANEOUS 
Proprietary Name:  COPAXONE  
Applicant:  TEVA  
Strength:  20MG/ML  
Application Number:  020622  
Product Number:  002  
Approval Date:  Feb 12, 2002  
Reference Listed Drug  Yes  
RX/OTC/DISCN:  RX  
TE Code:   
Patent and Exclusivity Info for this product: View  

Return to Electronic Orange Book Home Page  

 
FDA/Center for Drug Evaluation and Research  
Office of Generic Drugs  
Division of Labeling and Program Support  
Update Frequency: 
    Orange Book Data - Monthly  
    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through January, 2008  
    Patent and Generic Drug Product Data Last Updated: February 27, 2008
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